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Abstract: Gliomas are the most common primary brain tumors in adults. A diffuse infiltrative
growth pattern and high resistance to therapy make them largely incurable, but there are significant
differences in the prognosis of patients with different subtypes of glioma. Mutations in isocitrate
dehydrogenase (IDH) have been recognized as an important biomarker for glioma classification and
a potential therapeutic target. However, current clinical methods for detecting mutated IDH (mIDH)
require invasive tissue sampling and cannot be used for follow-up examinations or longitudinal
studies. PET imaging could be a promising approach for non-invasive assessment of the IDH status
in gliomas, owing to the availability of various mIDH-selective inhibitors as potential leads for the
development of PET tracers. In the present review, we summarize the rationale for the development
of mIDH-selective PET probes, describe their potential applications beyond the assessment of the
IDH status and highlight potential challenges that may complicate tracer development. In addition,
we compile the major chemical classes of mIDH-selective inhibitors that have been described to date
and briefly consider possible strategies for radiolabeling of the most promising candidates. Where
available, we also summarize previous studies with radiolabeled analogs of mIDH inhibitors and
assess their suitability for PET imaging in gliomas.

Keywords: mutated isocitrate dehydrogenase (mIDH); molecular imaging; positron emission
tomography (PET); glioma; fluorine-18; radiotracer

1. Introduction

With an annual incidence rate of approximately five to six per 100.000, adult-type
diffuse gliomas are the most common malignant tumors of the central nervous system
(CNS) [1]. These tumors are thought to arise from glial-like precursor cells harboring onco-
genic mutations. They have a diffuse, infiltrative growth pattern and are highly resistant to
therapy, making them largely incurable. However, there are significant differences in the
prognosis of patients with different subtypes of diffuse glioma, with 5-year survival rates
ranging from <5% for the most aggressive forms to 80% for less aggressive subtypes [1]. Mu-
tations in the metabolic enzyme isocitrate dehydrogenase (IDH) are an important biomarker
for glioma classification and a potential target for new therapeutic approaches. However,
mutated IDH (mIDH) isoforms are so far almost exclusively detected by immunohisto-
chemistry and genomic sequencing, which require invasive tissue sampling and cannot be
used for follow-up examinations or longitudinal studies. Positron emission tomography
(PET) is a well-established molecular imaging technique based on bioactive compounds
labeled with positron-emitting radionuclides, which can be detected non-invasively by
measuring the positron-electron annihilation radiation. PET imaging could represent a
promising approach for non-invasive assessment of the IDH status in gliomas. However,
the development of mIDH-selective PET tracers based on existing inhibitors is associated
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with several challenges, which include differences in the design criteria for therapeutic
drugs and imaging probes as well as the need for structural modifications without adverse
effects on the pharmacokinetic properties. The present review illustrates the potential ad-
vantages of mIDH-selective PET tracers and highlights possible challenges associated with
their development. Subsequently, the main chemical classes of mIDH-selective inhibitors
are compiled, their suitability for the development of PET tracers for glioma imaging is
discussed, and possible strategies for radiolabeling of the best candidates based on their
structure–activity relationship (SAR) are considered. Additionally, the results of previous
studies with radiolabeled analogs are described, with a special focus on whether they could
potentially be used for PET imaging in glioma.

2. Oncogenic IDH Mutations and Their Implications for Gliomagenesis

Under normal conditions, IDH1 and IDH2 are homodimeric enzymes that catalyze the
reversible NADP+- and Mg2+-dependent decarboxylation of isocitrate to α-ketoglutarate (α-
KG) with concomitant production of NADPH, either in the cytosol and peroxisomes (IDH1)
or in the mitochondria (IDH2) (Figure 1) [2]. A similar but non-reversible and NAD+-
dependent reaction in the tricarboxylic acid cycle is catalyzed by the more distantly related
heterotetrameric enzyme IDH3, but no mutations of IDH3 in gliomas have been described
so far [2]. Instead, the vast majority of known IDH mutations in gliomas are heterozygous
missense mutations at codon R132 of IDH1 (>90%) or, much less commonly, at the syn-
onymous codon R172 of IDH2 (<3%), which result in substitution of a highly conserved
arginine residue involved in substrate coordination at the active site [2–4]. The archetype of
these mutations is an arginine-to-histidine substitution in IDH1 (R132H) present in roughly
90% of IDH-mutant gliomas. Non-canonical mutations of IDH1 or IDH2 involving replace-
ment of the corresponding arginine residue by other amino acids (cysteine, serine, valine,
glycine, leucine or glutamine) are much less frequent (Figure 2) [3]. A common feature of
all these mutations is that they interfere with the normal conversion of isocitrate to α-KG
and endow the enzyme with a neomorphic activity that results in NADPH-dependent
reduction of α-KG to the potential oncometabolite 2-hydroxyglutarate (2-HG) [5,6]. As a
consequence, 2-HG concentrations in IDH-mutated cells are typically >100-fold higher than
the concentrations observed in normal cells, which is thought to result in 2-HG-induced
competitive suppression of several α-KG-dependent enzymes responsible for epigenetic
regulation (Figure 1) [5,7,8]. This, in turn, promotes various epigenetic changes, such as
histone and DNA hypermethylation, which may drive the malignant transformation of
affected cells by predisposing them to further mutations [8]. Consistent with this notion,
IDH mutations in gliomas have been shown to be highly associated with certain other mu-
tations, most notably TP53 mutations or 1q/19q co-deletions, and studies on their timing
suggest that they typically precede these mutations [9–12]. As such, IDH mutations seem to
reflect very early events in gliomagenesis that may occur at the tumor precursor stage and
are widely considered to be a promising therapeutic target. However, preclinical studies
indicate that although mutant IDH1 expression drives malignant transformation, mIDH1
itself may rapidly convert from a driver to a passenger mutation [13]. Accordingly, it is
not clear whether IDH mutations remain a viable therapeutic target when more aggressive
mutations are acquired in the later stages of the disease. In addition, the metabolic changes
associated with IDH mutations have been shown to make tumor cells more sensitive to
other therapeutic interventions, which could be exploited for alternative treatment strate-
gies [14]. Nevertheless, the early occurrence of IDH mutations during gliomagenesis means
that their expression in IDH-mutated gliomas should be homogenous among tumor cells,
making them particularly promising targets for tumor imaging. Furthermore, as mentioned
in the introduction and outlined in more detail in the following section, IDH mutations
have been recognized as key molecular markers of certain gliomas that distinguish them
from other, more malignant forms, so that their non-invasive detection could facilitate
glioma classification and therapy planning in affected patients.
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3. Role of IDH Mutations for Glioma Classification

Historically, gliomas have been classified according to the presumed cells of origin (e.g.,
astrocytoma, oligodendroglioma, etc.). Based on certain morphological features (mitotic
activity, anaplastic nuclear features, microvascular proliferation and necrosis), they were
further assigned to one of four WHO grades, with less malignant lesions corresponding to
WHO grades 1–2 (typically referred to as “low-grade gliomas”) and more malignant lesions
corresponding to WHO grades 3–4 (typically referred to as “high-grade gliomas”). The
most malignant forms (WHO grade 4) were collectively referred to as glioblastomas and
often further subdivided into primary glioblastomas (de novo occurring, rapidly growing
tumors without clinical or histological evidence of a lower-grade precursor lesion) and sec-
ondary glioblastomas (tumors clearly originating from a lower-grade precursor legion and
typically associated with a better prognosis) [16]. Histopathologically, the latter subtypes, in
particular, could not be reliably distinguished, but analysis of large glioma cohorts revealed
that they might indeed represent quite separate diseases with distinct molecular genetics
and clinical behavior [16–18]. In particular, more than 65% of low-grade gliomas and more
than 85% of secondary glioblastomas but less than 5% of primary glioblastomas were found
to harbor IDH mutations [9,19]. In addition, patients with high-grade gliomas harboring
an IDH mutation were consistently found to have significantly longer survival times than
patients with a comparable IDH wildtype glioma [9,20–22]. Ultimately, these and other
findings led to the incorporation of the IDH mutation status (and other well-established
molecular parameters) into the 2016 edition of the WHO classification for gliomas [23]. The
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2021 edition further expanded upon this trend and significantly simplified the terminology
by introducing a system where the classification of diffuse gliomas in adults is almost
entirely determined by two key molecular features (IDH mutation status and 1p/19q
co-deletion status), while grading is determined by joint histopathologic and molecular
analysis [24–26]. According to this system, adult-type diffuse gliomas can be classified into
three main entities, which comprise astrocytomas (IDH-mutated gliomas without 1p/19q
co-deletion), oligodendrogliomas (IDH-mutated gliomas with 1p/19q co-deletion) and
glioblastomas (gliomas without IDH mutation), with an additional group of very rare IDH
wildtype tumors not classified as glioblastomas (Figure 3) [24–26]. Depending on additional
molecular and histological markers, oligodendrogliomas can be assigned WHO grades 2 or
3, while astrocytomas can be assigned WHO grades 2, 3 or 4 (with grade 4 corresponding
to tumors formerly designated as secondary glioblastoma) [24–26]. Glioblastomas (and
other IDH wildtype tumors) are considered the most aggressive forms of diffuse glioma
with very poor prognosis and are always assigned WHO grade 4 (Figure 3) [24–26].
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4. Current Approaches for Assessment of the IDH Status in Glioma

Based on the recognition of IDH mutations as key disease-defining features of astrocy-
tomas and oligodendrogliomas that reliably distinguish them from glioblastomas, assess-
ment of the IDH status has become an integral part of the diagnostic algorithm for glioma
classification. To this end, tissue samples obtained by biopsy or during tumor resection
are analyzed by immunohistochemistry for the most frequent IDH mutation (IDH1R132H),
which may be complemented by DNA sequencing to detect other non-canonical mutations
in IDH1 or IDH2. However, because these approaches require invasive tissue sampling,
they are associated with a high risk of complications (e.g., bleeding, infection or neuro-
logical symptoms due to direct damage to brain tissue) and cannot be used for routine
follow-up examinations or longitudinal studies. To overcome these limitations, various
imaging modalities have been evaluated for their ability to non-invasively assess the IDH
mutation status in gliomas. An elegant but technically challenging approach is the quan-
tification of tumoral 2-HG concentrations by magnetic resonance spectroscopy (MRS) [27].
Although a meta-analysis of over 450 patients showed a cumulative sensitivity and speci-
ficity of more than 90% [28], more recent studies indicate that MRS may yield false positive
results in up to 20% of all patients with glioblastomas [29]. An alternative approach based
on evidence for altered intra- and extracellular sodium concentrations in IDH-mutated
gliomas, is 23Na magnetic resonance imaging (MRI) [30,31]. However, although 23Na
MRI correlates with the IDH mutation status, this approach has only been assessed in a
small number of patients, and its diagnostic accuracy remains to be confirmed. Finally,
as summarized in the following section, differences in the uptake of several established
PET tracers have been shown to be useful for distinguishing the IDH status in glioma
patients [32–37].



Molecules 2023, 28, 2890 5 of 46

5. PET Imaging and Rationale for Development of mIDH-Selective Tracers

PET imaging is an important nuclear medicine technique that allows for non-invasive
visualization and, in some cases, quantification of biochemical processes in vivo using
probes labeled with positron-emitting radionuclides (PET tracers). To this end, the subject
is administered a suitable PET tracer that preferentially accumulates (unchanged or in
the form of metabolites) in the target structures or tissues. The positrons released during
the decay of the radionuclide travel a short distance in surrounding tissues before they
undergo annihilation with electrons. Annihilation produces a pair of antiparallel 511 keV
γ-quants that can be detected by opposite detectors of the ring-shaped PET scanner within
a very short timeframe (several ns) [38–40] (Figure 4). Since the location of the decay must
be in close proximity to the line connecting the two detectors (coincidence line), a three-
dimensional image of the tracer distribution can be reconstructed from the corresponding
coincidence lines after a sufficient number of decays has been collected [38,40]. Typically,
very low radiotracer amounts are applied for PET imaging so that there are no pharmaco-
dynamic effects on the underlying metabolic processes and the radiation dose to the subject
remains low. Although various radionuclides can be used for PET imaging, labeling of
small molecules for preclinical and clinical applications is most frequently performed with
carbon-11 (11C: t1/2 ≈ 20 min) or fluorine-18 (18F: t1/2 ≈ 110 min), which can be produced in
no-carrier-added form (n.c.a.) in high activity amounts using a cyclotron. An advantage of
carbon-11 is that it can be introduced into any organic molecule without structural modifi-
cation. Furthermore, the short half-life of 11C enables multiple PET scans in a subject on the
same day. However, the short half-life also severely limits the applicable methods for 11C-
labeling and impedes the commercialization of 11C-labeled tracers. In contrast, the longer
half-life of fluorine-18 enables more elaborate labeling chemistry and tracer distribution to
several PET centers from the same radiopharmaceutical unit (“satellite” approach), making
it the preferred radionuclide for preclinical and clinical PET imaging. Various 18F-labeled
tracers that visualize tumor-associated changes in glucose metabolism, amino acid transport
or other processes are routinely used or have been evaluated for the diagnosis, prognostica-
tion, and monitoring of gliomas [41,42]. As already mentioned, some of these tracers have
also shown some promise in predicting the presence of IDH mutations in gliomas. Most
notably, static and dynamic O-([18F]fluoroethyl)tyrosine]([18F]FET) uptake parameters, as
well as [18F]FET radiomics, have been used to distinguish the IDH status in glioma patients,
with good diagnostic accuracy in most but not all studies [31–35]. In addition, preclinical
or clinical findings indicate that differences in the uptake of other established tracers, such
as (2-[18F]fluoroethyl)choline, 6-[18F]fluoro-3,4-dihydroxyphenylalanine ([18F]FDOPA) or
[18F]DPA-714, could be used to infer the IDH mutation status in gliomas [36,37]. However,
a common drawback of all existing PET tracers is that they can only provide indirect
evidence for the presence of mIDH. In contrast, PET imaging with mIDH-selective tracers
would enable the direct detection of mutated IDH proteins, facilitating reliable glioma
classification and differential diagnosis in the case of ambiguous brain lesions. Further-
more, since IDH mutations are expected to be homogenous among most or all tumor cells,
mIDH expression represents a promising marker for vital tumor cells in IDH-mutated
gliomas. As such, mIDH-selective PET tracers could also be used for applications such
as tumor delineation during therapy planning, as well as for monitoring the efficiency
of novel treatment approaches, detecting recurrence during follow-up examinations, or
differentiating treatment-related changes from tumor progression, all of which are of high
relevance in clinical practice [41]. In addition, mIDH-selective PET tracers would enable
longitudinal in vivo assessment of mIDH expression in preclinical and clinical settings,
facilitating further studies on the precise role of IDH mutations for gliomagenesis. Such
tools are particularly important because factors such as the tumor microenvironment may
have a significant impact on the function and pathophysiological implications of IDH mu-
tations [43]. Finally, mIDH-selective PET tracers could potentially also be used to confirm
in vivo target engagement by mIDH-specific drugs, which has proven difficult in glioma
patients. Thus, while effective suppression of IDH mutations in peripheral tumors or
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hematological malignancies can typically be confirmed based on a decrease in circulating
2-HG levels, plasma 2-HG levels in glioma patients are not elevated above the normal
concentration [44]. Accordingly, measurement of tumoral 2-HG production would require
invasive tissue sampling. Most mIDH-selective inhibitors known to date have been shown
or are thought to bind to a common induced-fit pocket (for details, see Sections 6 and 7).
Therefore, radioligands targeting this allosteric pocket should compete for binding with
most or all of the candidates currently evaluated in clinical trials and could thus be used for
target engagement or occupancy studies. This, in turn, could help to establish whether the
lack of clinical responses reported in some cases is due to insufficient target engagement or
other factors, such as the narrow time window for therapeutic efficiency of mIDH inhibitors
observed in preclinical studies [13].
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Figure 4. Principle of positron emission tomography (PET) imaging. A tracer labeled with a positron-
emitting radionuclide (exemplified by the 18F-labeled amino acid O-([18F]fluoroethyl)tyrosine, with
fluorine-18, carbon, nitrogen and oxygen atoms shown as orange, grey, blue or red spheres, re-
spectively while hydrogen atoms are omitted for clarity) is injected into the subject. The subject is
placed into the PET-scanner consisting of a ring of opposite detectors (indicated as blue trapezoids).
The in vivo biodistribution of the tracer is then tracked by detecting the antiparallel γ-quants pro-
duced after the decay of the radionuclide and annihilation of the emitted positrons with electrons in
surrounding tissues. Adapted from [45] (CC BY 4.0).

6. Considerations for the Development of mIDH-Selective PET-Tracers

To date, numerous mIDH-selective inhibitors have been developed, and some of
them have been shown to effectively reduce 2-HG production in preclinical tumor models
and/or in patients [4,46,47]. As will be described in more detail in Section 7, almost all of
them effectively inhibit the predominant IDH1R132H mutation and many classes also target
additional mutations, which could be advantageous for imaging in glioma patients with
non-canonical mutations. However, the suitability of existing inhibitors as leads for tracer
development depends on a number of factors, which can be broadly classified into factors
related to the general requirements for PET neurotracers and factors related to mIDH as
a specific imaging target. In the following two subsections, we will briefly summarize
the most important aspects, with a focus on considerations specific to the development of
mIDH-selective PET tracers from existing inhibitors. For more detailed discussions of the
general requirements for PET neurotracers, readers are referred to several previous reviews
on the topic [48–51].

6.1. General Considerations for Development of PET Neurotracers

The development of novel PET tracers for brain imaging is associated with several
potential pitfalls and challenges, most of which are related to the strict requirements that
need to be fulfilled [48–51]. For example, a common reason for the failure of PET neuro-
tracers is limited brain entry due to low passive permeability and/or active export across
the blood–brain barrier (BBB). In gliomas, the BBB is often partly disrupted, which results
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in increased permeability to hydrophilic contrast agents and enables tumor visualization
by contrast-enhanced MRI [52,53]. However, BBB disruption shows significant intra- and
inter-tumoral heterogeneity, and increased uptake of hydrophilic contrast agents is not
necessarily predictive of the accumulation of lipophilic drugs or PET tracers [52,53]. In
contrast, a number of physicochemical properties (e.g., molecular weight, hydrophobicity,
topological polar surface area, basicity, number of hydrogen bond donor atoms) have
been shown to be useful for predicting their passive penetration across the intact BBB,
especially when combined into a single weighted score (e.g., CNS MPO or CNS PET MPO
score) [54–56]. In addition, in vitro models of the BBB can be used to obtain a first estimate
of the BBB penetration of candidate tracers, although extrapolation of the results to the
in vivo situation can be complicated by active transport processes or other factors [57]. Ac-
cordingly, it may be sensible to prioritize leads that have already been shown to effectively
reduce 2-HG production in brain tumors over compounds that have only been evaluated in
hematologic malignancies or peripheral tumors. Even compounds from the former group
may not necessarily be optimal candidates for tracer development since there are significant
differences between the requirements for PET neurotracers and CNS-targeted therapeutics.
For instance, a long plasma half-life and high non-specific binding to brain tissue maintain
target-engagement after a single administration and are positive selection traits during
drug development but reduce the target-to-background ratio during PET imaging and
are undesirable pharmacokinetic (PK) properties for imaging probes [48,57]. In addition,
while the pharmacological effects of metabolites are often negligible, the formation of brain-
penetrating radiometabolites or in vivo radiodefluorination can degrade imaging quality
and interfere with the interpretation of PET studies [49,58,59]. Similarly, slow kinetics of
brain penetration may not affect the therapeutic efficiency of drugs dosed continuously but
can complicate or prevent PET imaging with short-lived radionuclides such as fluorine-
18 [49,57]. Collectively, these factors can significantly hamper tracer development based
on existing therapeutics, especially given that some of them are difficult to predict based
on the available PK data and/or may be altered by structural modification. Conversely,
while factors such as low solubility or poor oral bioavailability increase the efficacious dose
of therapeutics and are negative selection traits during drug development, they are not
critical for the development of radiotracers, which are typically used in trace amounts and
administered intravenously. Likewise, because radiotracers are administered at doses that
typically do not cause pharmacological or toxic effects, compounds with dose-limiting
toxicity at higher concentrations may still be viable candidates for the development of
mIDH-selective PET tracers. Another implication of the low mass doses used for PET
imaging is that the affinity and selectivity of candidate radiotracers for their target must be
particularly high (e.g., Kd values in the low nanomolar range and >30–100-fold selectiv-
ity). Furthermore, there should preferably be no significant competition with endogenous
ligands (e.g., substrates, co-factors or catalytic metal ions).

6.2. Specific Considerations for Tracer Development from Existing mIDH Inhibitors

With respect to the affinity and selectivity of mIDH-targeted drugs, an important
caveat for tracer development is that they have almost exclusively been characterized using
IC50 values determined by functional assays (e.g., inhibition of wildtype or mutant activity
in biochemical or cell-based models) rather than by direct measurement of ligand binding.
This is particularly problematic because all known inhibitors with low nanomolar poten-
cies appear to act by allosteric mechanisms, which makes reliable prediction of binding
affinities based on IC50 values unfeasible. Indeed, target engagement by several inhibitors
as measured by cellular thermal shift assays (CETSA) in a glioma cell line transfected
with IDH1R132H has been shown to correlate poorly with inhibition in enzymatic assays
(R2 = 0.18), although a stronger correlation (R2 = 0.54–0.78) was observed for inhibition
in cellular assays with the same cell line [60]. Since previous studies with radiolabeled
inhibitors have generally found a good agreement between IC50 values for suppression and
Kd values for binding to the mutated enzymes in cells as well [61,62], the potency deter-
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mined in cellular assays may still be a useful surrogate for the affinity of inhibitors for the
mutated enzymes. However, prediction of their affinity for the wildtype enzymes based on
existing data is more difficult because the selectivity for inhibition of mutant over wildtype
enzymes has exclusively been determined in enzymatic assays. Moreover, since inhibition
usually does not involve direct interaction with the mutated residues (Figure 5A), the exact
mechanisms underlying selectivity for mutated over wildtype enzymes are still incom-
pletely understood and may involve factors apart from selective binding. Indeed, given that
the residues involved in binding are typically also present in the wildtype enzyme, it seems
conceivable that inhibitors could also bind (with similar affinity) to wildtype enzymes
but more effectively inhibit the neomorphic activity of mutant enzymes. Unfortunately,
none of the aforementioned studies with radiolabeled inhibitors determined Kd values
for binding to the wildtype enzymes, and the results of cellular uptake studies to assess
mutant selectivity are, in many cases, somewhat inconclusive (see below and Section 7). As
such, firm evidence for selective binding to mutated over wildtype enzymes is generally
still lacking. However, as summarized in Figure 5 and described in more detail in Section 7,
most mIDH1-selective inhibitors have been shown or are thought to target a common
induced-fit pocket adjacent to the substrate binding site, which may also be present in
the wildtype enzyme but appears to be more accessible in mutated isoforms. While the
exact residues involved (Figure 5A), as well as the mode of binding to this pocket (e.g.,
competitive or non-competitive with respect to α-KG and/or Mg2+) can differ between
inhibitors, they appear to invariably lock the enzyme in inactive states, as exemplified
in Figure 5B [63–66]. Selectivity for mutant over wildtype enzymes may at least in part
arise from mutation-induced destabilization of a regulatory segment (regulatory segment 2
comprised residues 271–286), which is normally held in place by the interaction of Asp279
with Arg132 (i.e., the mutated residue) and restricts access to the allosteric pocket in inactive
wildtype enzymes [66–68] (Figure 5B inset). Interestingly, the analogous segment is not
similarly destabilized in mutations of IDH2, which may account for the strong mIDH1
preference of most inhibitors [66]. Reduced Mg2+ affinity of mutant (KM ≈ 4–10 mM for
IDH1R132H) compared to the wildtype enzyme (KM ≈ 30 µM) has also been shown to
play a role for the selectivity of several mIDH1-selective inhibitors, possibly by reducing
competitive binding of Mg2+ [64,65] and/or by disrupting Mg2+-induced stabilization
of the regulatory segment [66,68]. Regardless of the exact mechanisms, these findings
collectively suggest that most mIDH1-selective inhibitors indeed bind preferentially to
mutated enzymes and could potentially be used for the development of mIDH-selective
PET tracers. Nevertheless, given that conclusive experimental data regarding (the degree
of) selective binding to mutant over wildtype enzymes is, in most cases, still lacking, it
may be advisable to perform initial cellular uptake studies to firmly establish the selectivity
of radiolabeled tracer candidates before they are subjected to more detailed in vivo evalu-
ations. In this regard, it is also important to keep in mind that not all systems that have
traditionally been used for the development of mIDH-selective drugs may be equally useful
for quantifying the selectivity of PET tracers. For example, tumor cell lines engineered
to overexpress a mutated IDH isoform may be well suited for assessing how potently
an inhibitor suppresses cellular 2-HG production but could be less suitable for certain
cellular uptake studies with radioligands. Thus, while most radioligands prepared from
mIDH-selective inhibitors showed significantly higher uptake into mIDH-transfected cell
lines compared to the corresponding non-transfected cell lines, much less pronounced
differences were typically observed when comparing uptake into cell lines carrying a native
IDH mutation and the corresponding mIDH-knockout cell lines [61,62,69] (for details, see
Section 7). Taken together, these findings suggest that at least some of the apparently
selective cellular uptake observed in the transfected cell lines may reflect factors that would
not contribute to tumor accumulation in glioma patients, such as a higher overall enzyme
concentration in transfected compared to non-transfected cells rather than selective binding
to mutant enzymes. The latter could be circumvented by comparing the Kd values for
mutant and wildtype enzymes determined in saturation binding assays with transfected
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and non-transfected cell lines, which should be less susceptible to differences in enzyme
concentration. However, subsequent in vivo studies in tumor xenograft models should
preferably be performed or validated with patient-derived cell lines harboring an endoge-
nous mutation. The application of cells overexpressing the mutated enzymes could lead to
an overestimation of the achievable tumor-to-background ratios.
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Figure 5. Overview of residues involved in binding of mIDH-selective inhibitors and proposed
mechanism for selective inhibition of IDH1R132H. (A) Amino acid sequence of the allosteric pocket near
the substrate binding site of IDH1R132H targeted by most mIDH1-selective inhibitors, and overview
of residues involved in inhibitor binding. The mutated histidine residue and residues forming the
allosteric pocket are highlighted in blue and orange, respectively, while residues that directly interact
with different inhibitors or catalytic Mg2+ ions are indicated by arrows or stars, respectively. Note that
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the pan-mIDH1/2 inhibitor AG-881 binds to an alternative allosteric pocket at the dimer interface
but directly interacts with one of the residues (Val255) lining the allosteric pocket targeted by mIDH1-
selective inhibitors. (B) Cartoon representation of the allosteric pocket (indicated in turquoise) and
regulatory segment 2 (indicated in red) in IDH1R132H as observed in the crystal structure of the open,
inactive (middle, PDB: 3MAR), closed, active (right, PDB: 3INM) or an inhibitor-bound, inactive
(left, PDB: 6o2y) conformation. The inhibitor (compound 4, for details, see Section 7.4) is shown in
green, while the mutated residue (His132) is shown in yellow. Note that the regulatory segment is
destabilized and (due to conformational motions) unresolved in the crystal structure of the inactive
conformation (middle), so that inhibitor-binding to the allosteric pocket can lock the enzyme in
a quasi-open, inactive conformation (left), while it assumes a long α-helix structure that prevents
access to the allosteric pocket in the active conformation (right). Inset: Comparison of the allosteric
pocket and regulatory segment 2 in the inactive conformations of IDH1WT (left, PDB: 1T09) and
IDH1R132H (right, PDB: 3MAR). Note that interaction between Arg132 and Asp279 in the wildtype
enzyme restricts the conformational flexibility of regulatory segment 2, which may limit access to the
allosteric pocket in inactive wildtype enzymes.

7. mIDH-Selective Inhibitors as Potential Leads for PET-Tracer Development

In the remainder of this review, we will provide an overview of the different chemical
classes that have been shown to selectively inhibit mutated IDHs with IC50 values in the
low nanomolar range and discuss their suitability as lead structures for the development
of brain-penetrating PET tracers. To this end, we will briefly review the available data
on their biochemical, cellular and pharmacokinetic (PK) properties, summarize what is
known about their binding mode and, where possible, describe the results from studies
with existing radiolabeled analogs. As a starting point for tracer development, we will
also provide an overview of the SAR for the most promising inhibitor classes and consider
possible strategies for radiolabeling, with a special focus on 18F-fluorination. A summary
of the inhibitory and PK properties for the most well-characterized representatives of the
different chemical classes is provided in Table 1.

Table 1. Biochemical, cellular and pharmacokinetic (PK) properties of mIDH-selective inhibitors.

Compound Biochemical IC50 Cellular IC50 Preclinical PK Properties

ML309
[60,70]

IDH1R132H: 96–335 nM
IDH1R132C: 62–622 nM a

IDH1WT: 21–36 µM
IDH2R172Q: >30 µM
IDH2WT: >30 µM

IDH1R132H: 150–248 nM
IDH1R132S: 970 nM
IDH1R132G: 711 nM
IDH1R132C: 541–623 nM

- microsomal t1/2: 1–3 min
- PAMPA Papp: >170 × 10−5 cm/s
- ERCaco-2: 2.9
- fu,plasma: 0.01
- plasma t1/2: >3 h
- no brain penetration

AG-135
[60,65]

IDH1R132H: 42–375 nM
IDH1R132H/WT: 80 nM b

IDH1R132C: 4–182 nM a

IDH1WT: 2–15 µM
IDH2R172K: >10 µM
IDH2R172Q: >30 µM
IDH2R140Q: >10 µM
IDH2WT: >10–30 µM

IDH1R132H: 81–217 nM
IDH1R132S: 810 nM
IDH1R132G: 681 nM
IDH1R132C: 480–530 nM

- microsomal t1/2: 1.5–2.7 min
- PAMPA Papp: 79 × 10−5 cm/s
- ERCaco-2: 13
- fu,plasma: 0.01

AGI-5198
[60,64,71–74]

IDH1R132H: 17–385 nM
IDH1R132C: 0.2–13.3 µM a

IDH1WT: >30–100 µM
IDH2R140Q: >100 µM
IDH2R172Q: >30 µM
IDH2R172K: >100 µM
IDH2WT: >30–100 µM

IDH1R132H: 43–70 nM
IDH1R132S: 2 µM
IDH1R132G: 1.6 µM
IDH1R132C: 0.5–1.5 µM

- microsomal t1/2: 3–4 min
- PAMPA Papp: >140 × 10−5 cm/s
- ERCaco-2: 23.1
- fu,plasma: 0.03–0.04
- no brain penetration
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Table 1. Cont.

Compound Biochemical IC50 Cellular IC50 Preclinical PK Properties

AG-120
(Ivosidenib)
[60,73,75]

IDH1R132H: 12–40 nM
IDH1R132H/WT: 5–12 nM b

IDH1R132C: 13–205 nM a

IDH1R132G: 8 nM
IDH1R132L: 13 nM
IDH1R132S: 12 nM
IDH1WT: 0.024–4.3 µM
IDH2R172Q: >30 µM
IDH2WT: >30 µM

IDH1R132H: 19–50 nM
IDH1R132S: 12–220 nM
IDH1R132G: 16 nM
IDH1R132C: 8–46 nM

- microsomal t1/2: >120 min
- Clint(in vivo): 9 mL/min/kg
- PAMPA Papp: 54 × 10−5 cm/s
- ERCaco-2: 2.0–56.4
- ERMDR1-MDCK: >350
- fu,plasma: 0.09
- Kp,brain: 0.04
- plasma t1/2: 2.5–19 h

IDH889
[76]

IDH1R132H: 20 nM
IDH1R132C: 72 nM
IDH1WT: 1.38 µM

IDH1R132H: 14 nM
- Clint(in vitro): 143–588 µL/min/mg
- fu,plasma: 0.01–0.03
- Kp,brain: 1.4

IDH305
[75,77,78]

IDH1R132H: 27–50 nM
IDH1R132C: 28–50 nM
IDH1WT: 6.14 µM

IDH1R132H: 24 nM
IDH1R132C: 53 nM
IDH2R140Q: 3.8 µM
IDH2R172K: 10 µM

- Clint(in vitro): 28–61 µL/min/mg
- Clint(in vivo): 24–34 mL/min/kg
- ERCaco-2: 1.2
- fu,plasma: 0.11–0.17
- fu,brain: 0.05–0.07
- Kp,brain: 0.29–0.61
- Kp,uu,brain: 0.17–0.18

Novartis 224
[60,79]

IDH1R132H: 17–130 nM
IDH1R132C: 84–552 nM a

IDH1WT: 3.9 µM
IDH2R172Q: >30 µM
IDH2WT: >30 µM

IDH1R132H: 52–92 nM
IDH1R132S: 221 nM
IDH1R132G: 121 nM
IDH1R132C: 83–195 nM

- microsomal t1/2: 1–2 min
- PAMPA Papp: 156 × 10−5 cm/s
- ERCaco-2: 1.7
- fu,plasma: 0.01

Novartis 530
[60,79]

IDH1R132H: 8.3–51 nM
IDH1R132C: 32–98 nM a

IDH1WT: 3.5 µM
IDH2R172Q: >30 µM
IDH2WT: >30 µM

IDH1R132H: 34–54 nM
IDH1R132S: 78 nM
IDH1R132G: 76 nM
IDH1R132C: 49–52 nM

- microsomal t1/2: 1–3 min
- PAMPA Papp: 98 × 10−5 cm/s
- ERCaco-2: 1.1
- fu,plasma: 0.02

Novartis 556
[60,79]

IDH1R132H: <72–141 nM
IDH1R132C: 189–875 nM a

IDH1WT: 10.5 µM
IDH2R172Q: >30 µM
IDH2WT: >30 µM

IDH1R132H: 186–334 nM
IDH1R132S: 912 nM
IDH1R132G: 1.1 µM
IDH1R132C: 582 nM
IDH1R132C: 686 nM

- microsomal t1/2: 8–24 min
- PAMPA Papp: 39 × 10−5 cm/s
- ERCaco-2: 2.6
- fu,plasma: 0.14

2 (see Section 7.2)
[75]

IDH1R132H: 4.0 nM
IDH1R132C: 8.2 nM

IDH1R132C: 15.9 nM
- Clint(in vivo): 23 mL/min/kg
- plasma t1/2: 1.5–2.5 h

BAY1436032
[44,80–82]

IDH1R132H: 15 nM
IDH1R132C: 15 nM
IDH1WT: 20 µM
IDH2WT: >100 µM

IDH1R132H: 5–73 nM
IDH1R132C: 5–135 nM
IDH1R132G: 4 nM
IDH1R132L: 3 nM
IDH1R132S: 16 nM

- Clint(in vivo): 2.5 mL/min/kg
- plasma t1/2: 3.1 h
- Kp,brain: 0.08–0.38
- ERCaco-2: 0.17

4 (see Section 7.4)
[83]

IDH1R132H: 127 nM
IDH1R132C: 2.25 µM
IDH1WT: 100 µM

IDH1R132H: 266–316 nM
IDH1R132C: 1.2–1.9 µM

- microsomal t1/2: <30 min
- plasma t1/2: 1.27 h

5 (see Section 7.4)
[83]

IDH1R132H: 18 nM
IDH1R132C: 130 nM
IDH1WT: 35 µM
IDH2R140Q: 76.6 µM
IDH2R172K: 33.8 µM

IDH1R132H: 18–45 nM
IDH1R132C: 130–233 nM
IDH1R132G: 120 nM
IDH1R132L: 60 nM
IDH1R132S: 1.5 µM

- Clint(in vitro): 7.0 µL/min/mg
- Clint(in vivo): 3.3–8.6 mL/min/kg
- plasma t1/2: 2.2–10.0 h
- PAMPA Papp: 180 × 10−5 cm/s
- ERCaco-2: 1.0
- ERMDR1-MDCK: 1.19
- fu,plasma: 0.02–0.04

6 (see Section 7.4)
[83]

IDH1R132H: 9 nM
IDH1R132C: 36 nM

IDH1R132H: 1–11 nM
IDH1R132C: 4–40 nM
IDH1R132G: 3 nM
IDH1R132L: 5 nM
IDH1R132S: 129 nM

- Clint(in vitro): 7.0–10.1 µL/min/mg
- Clint(in vivo): 4.3–16.4 mL/min/kg
- plasma t1/2: 2.6–6.2 h
- PAMPA Papp: 127 × 10−5 cm/s
- ERCaco-2: 1.65
- fu,plasma: 0.01–0.02
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Table 1. Cont.

Compound Biochemical IC50 Cellular IC50 Preclinical PK Properties

FT-2102
(Olutasidenib)
[84,85]

IDH1R132H: 4.9–21 nM
IDH1R132C: 114–178 nM
IDH1WT: 22.4–>100 µM
IDH2R140Q: >100 µM
IDH2R172K: 27.3 µM
IDH2WT: >100 µM

IDH1R132H: 9–21 nM
IDH1R132C: 39–94 nM
IDH1R132L: 42 nM
IDH1R132G: 6 nM
IDH1R132S: 9 nM

- PAMPA Papp: 199 × 10−5 cm/s
- ERCaco-2: 1.35
- Kp,brain: 0.24–0.38

GSK321
[86]

IDH1R132H: 4.6 nM
IDH1R132C: 3.8 nM
IDH1R132G: 2.9 nM
IDH1WT: 46 nM
IDH2R140Q: 1.4 µM
IDH2R172S: 1.0 µM
IDH2WT: 496 nM

IDH1R132C: 85 nM - ERCaco-2: 1.4

GSK864
[60,86]

IDH1R132H: 15–162 nM
IDH1R132C: 8.8–668 nM a

IDH1R132G: 16.6 nM
IDH1WT: 0.5–2.7 µM
IDH2R140Q: 1.9 µM
IDH2R172Q: 22 nM
IDH2R172S: 997 nM
IDH2WT: >30 µM

IDH1R132H: 120–191 nM
IDH1R132S: 532 nM
IDH1R132G: 519 nM
IDH1R132C: 299–341 nM

- microsomal t1/2: 13–73 min
- PAMPA Papp: 36 × 10−5 cm/s
- ERCaco-2: 1.3–5.1
- fu,plasma: 0.01

AG-221 (Enasidenib)
[60,87,88]

IDH1R132H: 5–>30 µM
IDH1R132H/WT: 677 nM b

IDH1R132C: 13–>30 µM a

IDH1WT: 0.5–15.1 µM
IDH2R140Q: 9–100 nM

IDH2R140Q/WT: 40–380 nM b

IDH2R172Q: 44 nM
IDH2R172K: 200–400 nM
IDH2R172K/WT: 30–180 nM b

IDH2WT: 18–>30 µM

IDH2R140Q: 10–20 nM
IDH2R172K: 0.5–1.6 µM

- microsomal t1/2: >120 min
- Clint(in vivo): 13.8 mL/min/kg
- PAMPA Papp: 131 × 10−5 cm/s
- plasma t1/2: 5.4 h
- ERCaco-2: 2.5
- fu,plasma: 0.01
- Kp,brain: 0.14

IDH2-C100
[60,88]

IDH1R132H: 9.4 µM
IDH1R132C: 16–>30 µM a

IDH1WT: >30 µM
IDH2R140Q: 7 nM
IDH2R172Q: 343 nM
IDH2WT: 6.6 µM

IDH2R140Q: 30 nM

- microsomal t1/2: 13–27 min
- PAMPA Papp: 48 × 10−5 cm/s
- ERCaco-2: 4.1
- fu,plasma: <0.01

AG-881
(Vorasidenib)
[87]

IDH1R132H: 6–8 nM
IDH1R132H/WT: 0.6–4 nM b

IDH1R132C: 19 nM
IDH1R132G: 17 nM
IDH1R132L: 34 nM
IDH1R132S: 6 nM
IDH1WT: 4–190 nM
IDH2R140Q: 12–118 nM

IDH2R140Q/WT: 32–251 nM b

IDH2R172K: 32–94 nM
IDH2R172K/WT: 8–49 nM b

IDH2WT: 31–374 nM

IDH1R132H: 3–3.2 nM
IDH1R132C: 3.8–22 nM
IDH1R132S: 0.8 nM
IDH1R132G: 6.6 nM
IDH2R140Q: 7.1–14 nM
IDH2R172K: 130 nM

- Kp,brain: 0.62–1.96

AGI-12026
[87]

IDH1R132H: 78 nM
IDH1R132H/WT: 20 nM b

IDH2R140Q: 19 nM

- Kp,brain: 2.5

AGI-15056
[87]

IDH1R132H: 48 nM
IDH1R132H/WT: 6 nM b

IDH2R140Q: 22 nM

IDH1R132H: 2 nM
IDH2R140Q: 14 nM

- Kp,brain: 1.5

a Upper limit determined with very high (5 mM) α-KG concentration; b determined with the respective mutant and
wildtype IDH heterodimers. Abbreviations: microsomal t1/2—in vitro metabolic stability determined as half-life
in liver microsomes; Clint(in vitro)—in vitro metabolic stability determined as intrinsic clearance in hepatocytes or
liver microsomes; Clint(in vivo)—in vivo metabolic stability determined as intrinsic clearance in pharmacokinetic
studies; plasma t1/2—in vivo half-life in blood determined in pharmacokinetic studies; PAMPA Papp—apparent
permeability coefficient determined in parallel artificial membrane permeability assays (PAMPA); ERCaco-2—efflux
ratio determined in Caco-2 cells; ERMDR1-MDCK—efflux ratio determined in MDCK cells transfected with the
efflux transporter P-gp; fu,plasma—unbound fraction of drug in plasma; fu,brain—unbound fraction of drug in brain;
Kp,brain—concentration ratio of total drug in brain and blood; Kp,uu,brain—concentration ratio of unbound drug in
brain and blood.
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7.1. Phenylglycine-Derived mIDH1-Inhibitors

Several mIDH1-inhibitors with an N-acetyl phenylglycine amide backbone (Figure 6A)
developed by Agios Pharmaceuticals have been shown to potently inhibit IDH1R132H (and in
some cases other mutations in codon 132), with excellent selectivity over the wildtype enzyme
(Table 1) [70–73]. In addition to preclinical compounds such as ML309, AGI-5198 and AG-135,
they include AG-120 (Ivosidenib), which has been FDA-approved for the treatment of acute
myeloid leukemia (AML) and is in clinical trials for the treatment of various solid tumors,
including gliomas [46]. Although high-resolution crystallographic data showing the exact
binding mode of phenylglycine-based inhibitors is still lacking, cryo-EM data, computational
predictions and functional data suggest that they bind to the allosteric pocket adjacent to the
substrate binding site, which may disrupt the interaction of mutant enzymes with catalytic
Mg2+ ions [64,89,90]. In addition to promising biochemical and cellular inhibitory potencies,
the phenylglycine-based inhibitors generally contain a fluorophenyl or fluoropyridine motif so
that radiofluorinated compounds can be prepared without structural modification (Figure 6A).
Unfortunately, the preclinical compounds in this group also have several unfavorable PK
properties for PET imaging, such as rapid metabolic clearance, a high degree of plasma protein
binding and lack of brain penetration (Table 1), suggesting that they may not be optimal candi-
dates for tracer development. Consistent with this assumption, the 18F-labeled isotopologs of
AGI-5198 and AG-135 ([18F]AGI-5198 and [18F]AG-135, Figure 6B) have been found to show
selective uptake into IDH1R132H- or IDH1R132C-transfected tumor cells in vitro but no brain
entry and insufficient tumor uptake and retention in mice bearing subcutaneous IDH1R132H
or IDH1R132C tumor xenografts [62,74]. Furthermore, even though cellular uptake of [18F]AGI-
5198 was mIDH1-selective when comparing IDH1R132H-transfected and non-transfected
tumor cells, almost no difference in uptake was observed between patient-derived tumor cells
bearing a native IDH1R132H mutation and the corresponding IDH1R132H knockout cells [74],
which could indicate high non-specific binding and/or significant binding to the wildtype
enzyme. Interestingly, the replacement of the fluorine atom in AGI-5198 with radioiodine
resulted in selective uptake into both the transfected and patient-derived IDH1R132H mutated
tumor cells in vitro, while in vivo uptake of the resulting radioligand ([131I]1, Figure 6B) into
IDH1R132H-transfected and non-transfected tumor xenografts was similar [74]. AG-120, which
exhibits significantly improved metabolic stability and a reduced degree of plasma protein
binding (Table 1), could be a more promising starting point for tracer development. AG-120
has been shown to potently inhibit a broad spectrum of IDH1 mutations (IC50 < 20 nM for
R132H, R132C, R132G, R132L and R132S) in a manner that is non-competitive with respect
to the substrate α-KG [60,73], whereas inhibition by other phenylglycine-based inhibitors,
such as ML309 or AGI-5198, is substrate-competitive [60,70,71]. In mice bearing subcuta-
neous IDH1R132C or IDH1WT tumors, 18F-labeled AG-120 ([18F]AG-120, Figure 6B) showed
selective accumulation in the IDH mutated tumors [62], suggesting that it may be useful
for non-invasive assessment of the IDH1 mutation status in peripheral tumors. However, a
potential drawback for glioma imaging is that AG-120 is an avid substrate for active export
in P-gp-transfected MDCK cells [60] and shows low in vivo brain exposure in healthy rats
(Table 1) [73], as well as in the aforementioned subcutaneous mouse tumor model [62]. Since
brain exposure was only examined in animals without IDH-mutated brain tumors and the
exact kinetics of brain penetration were not reported, the latter findings could potentially
reflect a relatively rapid clearance from normal brain tissue (which would be advantageous
for PET imaging if tumor accumulation is sufficiently rapid as well). Moreover, it has been
proposed that brain penetration of AG-120 is increased in glioma patients with partial BBB
disruption [73], and preliminary results from clinical trials reported on various meetings
indicate that it may be effective against certain low-grade gliomas and is able to suppress
tumoral 2-HG production in patients and orthotopic brain tumor models [91–95]. On the
other hand, considering the long plasma half-life of up to 19 h observed in preclinical PK
studies (Table 1) and the fact that therapeutic treatment involves continuous dosing, these
findings may also reflect a slow tumoral accumulation of AG-120 over time, which could
complicate or prevent PET imaging using probes labeled with short-lived radionuclides. In
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addition, the upregulation of P-gp is a known mechanism of drug resistance in cancer that
may reduce tumor accumulation of [18F]AG-120 and related tracers in patients with acquired
resistance [96]. As such, while further studies are needed to firmly establish the extent and
time-course of accumulation in IDH1 mutated brain tumors, the available data suggest that
[18F]AG120 may not be an optimal candidate for glioma imaging in patients.
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7.2. Pyrimidinyl-Oxazolidinone-Based mIDH1-Inhibitors

Novartis has pursued potent mIDH1-selective inhibitors based on a 3-pyrimidin-4-yl-
oxazolidin-2-one scaffold (Figure 7A). The initial lead compound IDH889 showed good
in vitro inhibitory potency and selectivity but unfavorable PK properties, such as high
plasma protein binding and rapid metabolic clearance (Table 1) [76]. Further optimization
led to the identification of IDH305, a brain-penetrant mIDH1-selective inhibitor that effec-
tively reduced 2-HG production and suppressed tumor-growth in subcutaneous IDH1R132H
and IDH1R132C xenograft models [77]. Crystallographic data of IDH889 or IDH305 in com-
plex with IDHR132H shows that both inhibitors bind to the allosteric pocket adjacent to
the active site. The aminopyridine moieties and the carbonyls of the oxazolidinone motif
form hydrogen bonds with Ile128 and Leu120, respectively, while nitrogen atoms in the
pyrimidine (IDH889) or pyridine (IDH305) ring form a hydrogen bond with the hydroxyl
group of Ser278 in the regulatory segment (Figure 7B) [76,77]. A phase I clinical trial with
IDH305 for the treatment of various advanced malignancies harboring IDHR132 mutations
was prematurely terminated in 2016 due to the occurrence of reversible hepatotoxicity,
which was manageable with dose modification but predicted to result in a narrow thera-
peutic window [78]. Since dose-limiting toxicity should not be an issue for use as a PET
tracer, IDH305 may still be a promising starting point for tracer development, especially
considering that it could be radiofluorinated without structural modification and has sev-
eral favorable PK properties for PET imaging (e.g., high metabolic stability, low plasma
protein binding and good brain penetration) (Table 1). However, a relatively low fraction
of unbound drug (fu,brain) was observed in in vitro assays with brain tissue homogenate,
suggesting that it may exhibit high non-specific binding (Table 1). Apart from IDH305, a
number of other mIDH1-inhibitors with the same backbone structure, including several
compounds containing a fluorine substituent (Table 2), have been described, although only
some of them have been characterized in more detail (Table 1) [60,75]. While several of the
analogs disclosed by Novartis (Figure 7A) have been shown to potently and selectively
inhibit 2-HG production by IDH1R132H and IDH1R132C, they exhibited limited metabolic
stability in microsomal assays, and in vivo metabolism or brain penetration have not been
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studied (Table 1). More suitable for the development of PET tracers for glioma imaging
could be some of the IDH305-derived inhibitors recently described by Cao et al. that were
specifically developed with the aim of identifying brain-penetrating drugs for glioma treat-
ment [75]. One of the inhibitors from this series (compound 2 in Figure 7A) was evaluated
in a subcutaneous IDH1R132C mouse xenograft model and showed significantly higher
tumor accumulation as well as brain exposure than the phenylglycine-based inhibitor AG-
120 [75]. In addition, compound 2 exhibited low in vivo hepatic metabolism yet a relatively
fast clearance from circulation (Table 1), suggesting that this inhibitor or its analogs may be
promising starting points for tracer development. Apart from replacing the aliphatic or
aromatic fluorine substituents present in many pyrimidinyl-oxazolidinone-based inhibitors
with fluorine-18, some other radiolabeling strategies could be envisioned based on the
existing SAR and crystallographic data. For example, radiofluorination could be performed
in positions 5 or 6 of the pyrimidine ring, which are oriented toward a hydrophobic region
of the allosteric pocket (Figure 7B) and have been shown to tolerate halogenation without
changes in the biochemical IC50 values (Table 2). Similarly, substituents attached to the
benzylic amine linker are located in a hydrophobic sub-pocket that can accommodate
various (substituted) aryl or heteroaryl motifs, suggesting that these parts of the inhibitors
could potentially be modified by the introduction of a small 18F-labeled alkyl group or
be replaced by a suitable 18F-labeled aryl or heteroaryl scaffold. However, to date, no
radiolabeled pyrimidinyl-oxazolidinone-based inhibitors have been described, and their
suitability as imaging agents remains to be evaluated.
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Figure 7. Structure of pyrimidinyl-oxazolidinone-based inhibitors and their interaction with
IDH1R132H. (A) Structure of preclinical and clinical mIDH1-selective inhibitors with a pyrimidinyl-
oxazolidinone backbone (indicated in blue) [75–77,79]. (B) Scheme illustrating inhibitor-protein
interactions in the crystal structures of IDH889 (top, PDB: 5TQH) or IDH305 (bottom, PDB: 6B0Z) in
complex with IDH1R132H. Amino acid residues that directly interact with the inhibitors are shown
in orange circles, with dotted lines indicating the formation of hydrogen bonds. In addition, key
hydrophobic interactions of the inhibitors with the protein are indicated in turquoise.
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Table 2. Pyrimidinyl-oxazolidinone-based mIDH1-inhibitors listed by decreasing potency.
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IDH1R132H. (A) Structure of preclinical and clinical mIDH1-selective inhibitors with a pyrimidinyl-
oxazolidinone backbone (indicated in blue) [75–77,79]. (B) Scheme illustrating inhibitor-protein in-
teractions in the crystal structures of IDH889 (top, PDB: 5TQH) or IDH305 (bottom, PDB: 6B0Z) in 
complex with IDH1R132H. Amino acid residues that directly interact with the inhibitors are shown in 
orange circles, with dotted lines indicating the formation of hydrogen bonds. In addition, key hy-
drophobic interactions of the inhibitors with the protein are indicated in turquoise. 
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Figure 7. Structure of pyrimidinyl-oxazolidinone-based inhibitors and their interaction with 
IDH1R132H. (A) Structure of preclinical and clinical mIDH1-selective inhibitors with a pyrimidinyl-
oxazolidinone backbone (indicated in blue) [75–77,79]. (B) Scheme illustrating inhibitor-protein in-
teractions in the crystal structures of IDH889 (top, PDB: 5TQH) or IDH305 (bottom, PDB: 6B0Z) in 
complex with IDH1R132H. Amino acid residues that directly interact with the inhibitors are shown in 
orange circles, with dotted lines indicating the formation of hydrogen bonds. In addition, key hy-
drophobic interactions of the inhibitors with the protein are indicated in turquoise. 
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Figure 7. Structure of pyrimidinyl-oxazolidinone-based inhibitors and their interaction with 
IDH1R132H. (A) Structure of preclinical and clinical mIDH1-selective inhibitors with a pyrimidinyl-
oxazolidinone backbone (indicated in blue) [75–77,79]. (B) Scheme illustrating inhibitor-protein in-
teractions in the crystal structures of IDH889 (top, PDB: 5TQH) or IDH305 (bottom, PDB: 6B0Z) in 
complex with IDH1R132H. Amino acid residues that directly interact with the inhibitors are shown in 
orange circles, with dotted lines indicating the formation of hydrogen bonds. In addition, key hy-
drophobic interactions of the inhibitors with the protein are indicated in turquoise. 
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Figure 7. Structure of pyrimidinyl-oxazolidinone-based inhibitors and their interaction with 
IDH1R132H. (A) Structure of preclinical and clinical mIDH1-selective inhibitors with a pyrimidinyl-
oxazolidinone backbone (indicated in blue) [75–77,79]. (B) Scheme illustrating inhibitor-protein in-
teractions in the crystal structures of IDH889 (top, PDB: 5TQH) or IDH305 (bottom, PDB: 6B0Z) in 
complex with IDH1R132H. Amino acid residues that directly interact with the inhibitors are shown in 
orange circles, with dotted lines indicating the formation of hydrogen bonds. In addition, key hy-
drophobic interactions of the inhibitors with the protein are indicated in turquoise. 

Table 2. Pyrimidinyl-oxazolidinone-based mIDH1-inhibitors listed by decreasing potency. 
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a IC50 values for biochemical assays with IDH1R132H homodimers, compiled from [76,77,79,97]; b 2; c 
Novartis 530; d Novartis 224; e IDH305; f IDH889; g Novartis 556. 

7.3. Aminobenzimidazole-Derived mIDH1-Inhibitors 
Based on an initial screening of over 3 million compounds and subsequent optimiza-

tion of the most promising 2-aminobenzimidazol-based lead structure, Bayer developed 
BAY1436032 (Figure 8A), which is a potent pan-inhibitor of codon 132-mutated IDH1 en-
zymes [80]. Thus, in HEK293 cells expressing different mutations, BAY1436032 (500 nM) 
inhibited 2-HG production by various IDH1 mutations (R132H, R132C, R132G, R132S and 
R132L) with equal efficiency (~60–70%) but produced no or marginal (<20%) inhibition of 
different IDH2 mutations (R172K, R172W, R172M) [80]. BAY1436032 has also been shown 
to potently inhibit 2-HG production by several IDH1 mutations in engineered or patient-
derived tumor cell lines, with IC50 values in the low nanomolar range (Table 1). No crystal 
structure for BAY1436032 bound to any of the IDH1 mutations has been reported to date. 
However, co-crystals of a structural analog from the lead optimization program (com-
pound 3 in Figure 8A) in complex with IDH1R132H indicate that it also targets the allosteric 
pocket adjacent to the active site, where the 2-aminobenzimidazole scaffold could form 
hydrogen bonds with Ser280 in the regulatory segment, while the carboxyl group could 
build a salt bridge with His132 (Figure 8B). Thus, aminobenzimidazoles such as 
BAY1436032 may be unique among the allosteric inhibitors known to date owing to their 
direct interaction with the mutated residues, which is particularly interesting given the 
nearly equal potency against many different IDH1 mutations. However, interaction with 
His132 may not be critical for high-affinity binding, as several potent analogs lacking a car-
boxyl group have been described in the patent literature (Table 3) [98]. Due to its favorable 
PK properties, BAY1436032 has also been evaluated in clinical trials for the treatment of 
AML and various IDH1 mutated solid tumors, including gliomas, and showed a favorable 
safety profile but low overall response rates [44,81]. Nevertheless, as mentioned in Section 
2 and discussed in more detail elsewhere [13,14], the therapeutic efficiency of mIDH-se-
lective drugs as anti-cancer agents remains controversial and may be limited to early 
stages of tumorigenesis, so that a lack of clinical responses does not necessarily indicate 
insufficient target engagement. Consistent with this notion, BAY1436032 induced a rapid 
and robust decrease in plasma 2-HG levels in most patients with peripheral tumors, sug-
gesting that limited clinical effects in these patients were not related to insufficient target 
engagement [44]. In addition, the best therapeutic efficiency was observed in patients with 
low-grade gliomas, although the effects on tumoral 2-HG production in this subgroup 
could not be assessed [44]. BAY1436032 has also been shown to effectively penetrate the 
BBB in healthy rats, and to significantly reduce tumoral 2-HG production and increase 
survival in mice bearing intracerebral IDH1R132H glioma xenografts, providing further ev-
idence for effective target engagement in the brain [80]. In addition, the compound exhib-
its low hepatic metabolism yet a relatively fast clearance from circulation (Table 1), sug-
gesting that it may be a viable starting point for the development of mIDH1-selective PET 
tracers that could detect a wide range of mutations in codon 132. A potential disadvantage 
for PET imaging is that inhibition in biochemical assays was competitive with respect to 
α-KG (~10-fold change in IC50 value for increasing α-KG concentrations from 0.25 to 10 
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pound 3 in Figure 8A) in complex with IDH1R132H indicate that it also targets the allosteric 
pocket adjacent to the active site, where the 2-aminobenzimidazole scaffold could form 
hydrogen bonds with Ser280 in the regulatory segment, while the carboxyl group could 
build a salt bridge with His132 (Figure 8B). Thus, aminobenzimidazoles such as 
BAY1436032 may be unique among the allosteric inhibitors known to date owing to their 
direct interaction with the mutated residues, which is particularly interesting given the 
nearly equal potency against many different IDH1 mutations. However, interaction with 
His132 may not be critical for high-affinity binding, as several potent analogs lacking a car-
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could not be assessed [44]. BAY1436032 has also been shown to effectively penetrate the 
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survival in mice bearing intracerebral IDH1R132H glioma xenografts, providing further ev-
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gesting that it may be a viable starting point for the development of mIDH1-selective PET 
tracers that could detect a wide range of mutations in codon 132. A potential disadvantage 
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>10,000 nM

a IC50 values for biochemical assays with IDH1R132H homodimers, compiled from [76,77,79,97]; b 2; c Novartis
530; d Novartis 224; e IDH305; f IDH889; g Novartis 556.

7.3. Aminobenzimidazole-Derived mIDH1-Inhibitors

Based on an initial screening of over 3 million compounds and subsequent optimiza-
tion of the most promising 2-aminobenzimidazol-based lead structure, Bayer developed
BAY1436032 (Figure 8A), which is a potent pan-inhibitor of codon 132-mutated IDH1 en-
zymes [80]. Thus, in HEK293 cells expressing different mutations, BAY1436032 (500 nM)
inhibited 2-HG production by various IDH1 mutations (R132H, R132C, R132G, R132S and
R132L) with equal efficiency (~60–70%) but produced no or marginal (<20%) inhibition
of different IDH2 mutations (R172K, R172W, R172M) [80]. BAY1436032 has also been
shown to potently inhibit 2-HG production by several IDH1 mutations in engineered or
patient-derived tumor cell lines, with IC50 values in the low nanomolar range (Table 1).
No crystal structure for BAY1436032 bound to any of the IDH1 mutations has been re-
ported to date. However, co-crystals of a structural analog from the lead optimization
program (compound 3 in Figure 8A) in complex with IDH1R132H indicate that it also targets
the allosteric pocket adjacent to the active site, where the 2-aminobenzimidazole scaffold
could form hydrogen bonds with Ser280 in the regulatory segment, while the carboxyl
group could build a salt bridge with His132 (Figure 8B). Thus, aminobenzimidazoles such
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as BAY1436032 may be unique among the allosteric inhibitors known to date owing to
their direct interaction with the mutated residues, which is particularly interesting given
the nearly equal potency against many different IDH1 mutations. However, interaction
with His132 may not be critical for high-affinity binding, as several potent analogs lacking
a carboxyl group have been described in the patent literature (Table 3) [98]. Due to its
favorable PK properties, BAY1436032 has also been evaluated in clinical trials for the treat-
ment of AML and various IDH1 mutated solid tumors, including gliomas, and showed a
favorable safety profile but low overall response rates [44,81]. Nevertheless, as mentioned
in Section 2 and discussed in more detail elsewhere [13,14], the therapeutic efficiency of
mIDH-selective drugs as anti-cancer agents remains controversial and may be limited
to early stages of tumorigenesis, so that a lack of clinical responses does not necessarily
indicate insufficient target engagement. Consistent with this notion, BAY1436032 induced
a rapid and robust decrease in plasma 2-HG levels in most patients with peripheral tumors,
suggesting that limited clinical effects in these patients were not related to insufficient
target engagement [44]. In addition, the best therapeutic efficiency was observed in patients
with low-grade gliomas, although the effects on tumoral 2-HG production in this subgroup
could not be assessed [44]. BAY1436032 has also been shown to effectively penetrate the
BBB in healthy rats, and to significantly reduce tumoral 2-HG production and increase
survival in mice bearing intracerebral IDH1R132H glioma xenografts, providing further evi-
dence for effective target engagement in the brain [80]. In addition, the compound exhibits
low hepatic metabolism yet a relatively fast clearance from circulation (Table 1), suggesting
that it may be a viable starting point for the development of mIDH1-selective PET tracers
that could detect a wide range of mutations in codon 132. A potential disadvantage for
PET imaging is that inhibition in biochemical assays was competitive with respect to α-KG
(~10-fold change in IC50 value for increasing α-KG concentrations from 0.25 to 10 mM) [80].
This may reflect the fact that substrate-binding induces a loop-to-helix transition of the
regulatory segment that occludes access to the allosteric pocket (see Figure 5B). However,
this does not necessarily preclude the use of radiolabeled BAY1436032 analogs for glioma
imaging, because the concentration of α-KG in IDH-mutated gliomas is expected to be low
(<0.1 µmol/g) [5]. Radiolabeling could be achieved without structural modification by in-
corporating fluorine-18 into the trifluoromethoxy moiety of BAY1436032 (see, e.g., [99,100]).
Potential drawbacks of this approach are the low molar activities often associated with CF3-
labeling methods and a relatively high risk of in vivo defluorination due to the metabolic
instability of the CF3 group. Alternative radiolabeling strategies could be developed based
on the available SAR and crystallographic data. While a complete list of the numerous
analogs described in the patent literature is beyond the scope of this article, Table 3 pro-
vides an overview of some of the more potent (i.e., IC50 ≤ 100 nM) compounds to illustrate
general trends in the SAR. It can be seen that the introduction of fluorine or other small
substituents at positions 4 or 6 of the benzimidazole scaffold was usually not associated
with adverse effects on the potency, suggesting that a small radiolabel such as fluorine-18
or an 18F-labeled alkyl group could be introduced at these positions. Similarly, the trifluo-
romethoxyphenyl group of BAY1436032, which is expected to be located in a hydrophobic
sub-pocket of the enzyme (Figure 8B), could potentially be modified by substitution of the
CF3 group with an 18F-labeled alkyl or an [18F]fluorosulfonate group. Alternatively, the
entire 4-trifluoromethoxyphenyl substituent or the 3,3,5-trimethyl-cyclohexyl group (which
is also located in a hydrophobic sub-pocket, Figure 8B) could be replaced by a suitable 18F-
labeled cycloalkyl, aryl or heteroaryl scaffold, although the effects of these modifications
on the inhibitory potency are more difficult to predict. Finally, it is worth noting that the
presence of a carboxyl group often reduces the rate (or extent) of brain penetration [101,102],
which could impede PET imaging with short-lived radionuclides. BAY1436032 analogs
lacking a (free) carboxyl group have in several cases been shown to retain high inhibitory
potency (Table 3). Such compounds may therefore be particularly promising leads for the
development of aminobenzimidazole-based PET tracers for glioma imaging.
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Figure 8. Structure of aminobenzimidazole-based mIDH1 inhibitors and their interaction with
IDH1R132H. (A) Structure of BAY1436032 and a structural analog from the lead optimization program
(3) with the same 2-aminobenzimidazole backbone (indicated in blue) [80]. (B) Scheme illustrating
inhibitor-protein interactions in the crystal structure of 3 in complex with IDH1R132H (PDB: 5LGE).
Amino acid residues that directly interact with the inhibitor are shown in red or orange circles, with
dotted lines indicating the formation of hydrogen bonds (orange) or salt bridges (red), respectively.
In addition, key hydrophobic interactions of the inhibitor with the protein are indicated in turquoise.
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a IC50 values for biochemical assays with IDH1R132H homodimers, compiled from [80,98]; b 
BAY1436032. 

7.4. Quinolinone-Based mIDH1-Inhibitors 
In a screen of over 400,000 compounds, Forma Therapeutics identified the 1H-quin-

olin-2-one scaffold as a promising backbone for the development of mIDH1-selective in-
hibitors [83]. Subsequent SAR exploration led to the discovery of an early lead compound 
(compound 4 in Figure 9A) that inhibits IDH1R132H with moderately high potency and ex-
cellent (>700-fold) selectivity over the wildtype enzyme but exhibits relatively low micro-
somal stability (Table 1) [83]. The crystal structure of compound 4 in complex with 
IDH1R132H demonstrated that it also binds to the allosteric pocket near the active site, where 
the quinolinone core forms hydrogen bonds with Arg109 and Asp279, the benzylic amine 
linker forms a hydrogen bond with Ile128 and the cyano group forms a hydrogen bond 
with Leu120 [83] (Figure 9B). SAR studies with this early lead structure revealed that the 
addition of an (S)-methyl group at the α-position of the benzylic amine linker between the 
quinolinone core and the right-hand side (RHS) cyanobenzene moiety significantly im-
proves the potency (Table 4) and reduces microsomal metabolism, presumably by con-
straining the linker to adopt the bioactive conformation while blocking metabolism at the 
α-position of the benzylic group [83]. Additional replacement of the RHS portion with 
various phenyl, pyridine or pyrimidine rings containing a p-CN and m-MeO or -Me group 
invariably resulted in compounds with very high biochemical potencies against IDH1R132H 
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7.4. Quinolinone-Based mIDH1-Inhibitors

In a screen of over 400,000 compounds, Forma Therapeutics identified the 1H-quinolin-
2-one scaffold as a promising backbone for the development of mIDH1-selective in-
hibitors [83]. Subsequent SAR exploration led to the discovery of an early lead compound
(compound 4 in Figure 9A) that inhibits IDH1R132H with moderately high potency and
excellent (>700-fold) selectivity over the wildtype enzyme but exhibits relatively low mi-
crosomal stability (Table 1) [83]. The crystal structure of compound 4 in complex with
IDH1R132H demonstrated that it also binds to the allosteric pocket near the active site,
where the quinolinone core forms hydrogen bonds with Arg109 and Asp279, the benzylic
amine linker forms a hydrogen bond with Ile128 and the cyano group forms a hydrogen
bond with Leu120 [83] (Figure 9B). SAR studies with this early lead structure revealed
that the addition of an (S)-methyl group at the α-position of the benzylic amine linker
between the quinolinone core and the right-hand side (RHS) cyanobenzene moiety signifi-
cantly improves the potency (Table 4) and reduces microsomal metabolism, presumably
by constraining the linker to adopt the bioactive conformation while blocking metabolism
at the α-position of the benzylic group [83]. Additional replacement of the RHS portion
with various phenyl, pyridine or pyrimidine rings containing a p-CN and m-MeO or -Me
group invariably resulted in compounds with very high biochemical potencies against
IDH1R132H [83]. Likewise, substitution in the 7-position of the quinolinone core (Table 4)
was well tolerated and typically increased the potency against IDH1R132H in the case of
large substituents such as cyclopropyl, methoxy or cyclopropylmethoxy groups, albeit in
some cases at the expense of reduced solubility and/or metabolic stability [83,84]. Taken
together, these findings led to the development of the preclinical compounds 5 and 6 as
well as the clinical candidate FT-2102 (Olutasidenib) (Figure 9A), which is currently in
clinical trials for the treatment of AML and various solid tumors, including gliomas. All
three compounds have been shown to potently inhibit 2-HG production by several IDH1
mutations (R132H, R132C, R132G, R132L) in biochemical and cellular assays, with IC50
values in the low nanomolar range and excellent selectivity (>196-fold) over the wildtype
enzyme (Table 1) [83,84]. In addition, they exhibit favorable PK properties, such as high
in vivo stability, a high passive permeability in artificial membrane assays, lack of signif-
icant efflux in P-gp-transfected MDCK cells and (at least for FT-2102) a relatively high
brain-to-plasma ratio in preclinical studies (Table 1) [83,84]. The crystal structure of FT-2102
in complex with IDH1R132H shows that it directly interacts with the same residues in the
allosteric pocket as the early lead compound 4, except that the carbonyl oxygen in the RHS
pyridinone ring forms an additional hydrogen bond with Ile128, which may contribute
to the improved potency [84] (Figure 9B). A small multi-center clinical trial in patients
with relapsed or refractory IDH1 mutated gliomas observed no dose-limiting toxicity and
provided preliminary evidence for effective brain penetration and therapeutic efficacy of
FT-2102 [103], although these results need to be confirmed by further studies. Nevertheless,
the quinolinone-based inhibitors are a promising chemical class for tracer development
since they could be used to detect a wide range of IDH1 mutations present in gliomas and
generally exhibit favorable PK properties. In addition, even though none of the promising
preclinical and clinical candidates described above contains a native fluorine atom, the
class is well characterized in terms of its binding mode (Figure 9B) and SAR (Table 4),
which should facilitate the development of radiolabeling strategies. For example, positions
6 and 7 of the quinolinone core are oriented towards a partially exposed, hydrophobic
region of the allosteric pocket and can accommodate relatively large substituents, making
them promising positions for radiofluorination. Indeed, during lead optimization, neither
replacement of the 6-chloro substituent in compound 4 by fluorine, nor introduction of
an additional 7-fluoro substituent in compound 5 or FT-2102 had major adverse effects
on the biochemical or cellular potencies against IDH1R132H and IDH1R132C (≤2-fold in-
crease in IC50 values, Table 4), and the respective analogs were mainly omitted due to low
solubility [83,84]. Accordingly, the first and so far only radiolabeled quinolinone-based
inhibitors were developed by replacing the 6-chloro substituent in FT-2102 with fluorine-
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18 or iodine-125 [85]. In the same work, the potency of the corresponding non-labeled
compounds was studied. In line with the above findings, the structural modification re-
sulted in no change in the potency for the iodinated analog and only a modest increase
in the biochemical IC50 values (from 5 to 23 nM for IDH1R132H or 178 nM to 579 nM for
IDH1R132C) for the fluorinated analog [85]. The authors also evaluated the corresponding
(R)-methyl enantiomers, which inhibited IDH1R132H with at least 30-fold lower potency
(Table 4), consistent with the suggested role of the (S)-methyl substituted benzylic linker
for the bioactive inhibitor conformation described above. All four analogs had no appre-
ciable effect on the corresponding wildtype enzymes, with IC50 values of >10 µM for both
IDH1 and IDH2. In addition, the radiolabeled isotopologs of the more potent (S)-methyl
enantiomers (Figure 9C) were found to be stable for at least two hours when incubated
in saline or buffer solutions at room temperature or in mouse serum at 37 ◦C [85]. While
further biological evaluation of both radiolabeled inhibitors is pending, these preliminary
results support the notion that quinolinone-based inhibitors may be a useful starting point
for tracer development. As described above, relatively large substituents in position 7
of the quinolinone core often improved the biochemical and cellular IC50 values during
lead optimization (Table 4). Consequently, radiolabeled analogs with enhanced inhibitory
potency could potentially be obtained by introducing 18F-labeled alkyl, aryl or heteroaryl
scaffolds in this position, although this might, in some cases, negatively affect the metabolic
stability and/or brain penetration. The effects of substituents in the adjacent position 8 are
less established, but the available data suggest that it should also be possible to introduce
a radiolabel in this position without adverse effects on mIDH1 affinity (Table 4). Finally,
as an alternative to radiolabeling of the quinolinone core, the RHS portion in FT-2102 or
its analogs could potentially be replaced with 18F-labeled substituents containing suitably
placed cyano and carbonyl groups to maintain the interactions with Leu120 and Ile128
observed in the crystal structures (Figure 9B).
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Figure 9. Structure of quinolinone-based inhibitors and their interaction with IDH1R132H.
(A) Structure of preclinical and clinical mIDH1-selective inhibitors with a 1H-quinolin-2-one backbone
(indicated in blue) [83,84]. (B) Scheme illustrating inhibitor-protein interactions in the crystal struc-
tures of compound 4 (top, PDB: 6O2Y) and FT-2102 (bottom, PDB: 6U4J) in complex with IDH1R132H.
Amino acid residues that directly interact with the inhibitors are shown in orange circles, with dotted
lines indicating the formation of hydrogen bonds. In addition, key hydrophobic interactions of the
inhibitors with the protein are indicated in turquoise. (C) Structure of radiolabeled mIDH inhibitors,
with the radiolabels indicated in red [85].



Molecules 2023, 28, 2890 30 of 46

Table 4. Quinolinone-based mIDH1-inhibitors listed by decreasing potency.

Molecules 2023, 28, x FOR PEER REVIEW 28 of 44 
 

 

in this position, although this might, in some cases, negatively affect the metabolic stabil-
ity and/or brain penetration. The effects of substituents in the adjacent position 8 are less 
established, but the available data suggest that it should also be possible to introduce a 
radiolabel in this position without adverse effects on mIDH1 affinity (Table 4). Finally, as 
an alternative to radiolabeling of the quinolinone core, the RHS portion in FT-2102 or its 
analogs could potentially be replaced with 18F-labeled substituents containing suitably 
placed cyano and carbonyl groups to maintain the interactions with Leu120 and Ile128 ob-
served in the crystal structures (Figure 9B). 

 
Figure 9. Structure of quinolinone-based inhibitors and their interaction with IDH1R132H. (A) Struc-
ture of preclinical and clinical mIDH1-selective inhibitors with a 1H-quinolin-2-one backbone (indi-
cated in blue) [83,84]. (B) Scheme illustrating inhibitor-protein interactions in the crystal structures 
of compound 4 (top, PDB: 6O2Y) and FT-2102 (bottom, PDB: 6U4J) in complex with IDH1R132H. 
Amino acid residues that directly interact with the inhibitors are shown in orange circles, with dot-
ted lines indicating the formation of hydrogen bonds. In addition, key hydrophobic interactions of 
the inhibitors with the protein are indicated in turquoise. (C) Structure of radiolabeled mIDH inhib-
itors, with the radiolabels indicated in red [85]. 

Table 4. Quinolinone-based mIDH1-inhibitors listed by decreasing potency. 

 
R1 R2 R3 R4 R5 IC50 a 

(S)-Me 
 

Cl  H 4 nM 

(S)-Me 
 

I H H 5 nM b 

H 
 

Cl  H 6 nM 

(S)-Me 
 

Cl 
 

H 8 nM 

R1 R2 R3 R4 R5 IC50
a

(S)-Me

Molecules 2023, 28, x FOR PEER REVIEW 28 of 44 
 

 

in this position, although this might, in some cases, negatively affect the metabolic stabil-
ity and/or brain penetration. The effects of substituents in the adjacent position 8 are less 
established, but the available data suggest that it should also be possible to introduce a 
radiolabel in this position without adverse effects on mIDH1 affinity (Table 4). Finally, as 
an alternative to radiolabeling of the quinolinone core, the RHS portion in FT-2102 or its 
analogs could potentially be replaced with 18F-labeled substituents containing suitably 
placed cyano and carbonyl groups to maintain the interactions with Leu120 and Ile128 ob-
served in the crystal structures (Figure 9B). 

 
Figure 9. Structure of quinolinone-based inhibitors and their interaction with IDH1R132H. (A) Struc-
ture of preclinical and clinical mIDH1-selective inhibitors with a 1H-quinolin-2-one backbone (indi-
cated in blue) [83,84]. (B) Scheme illustrating inhibitor-protein interactions in the crystal structures 
of compound 4 (top, PDB: 6O2Y) and FT-2102 (bottom, PDB: 6U4J) in complex with IDH1R132H. 
Amino acid residues that directly interact with the inhibitors are shown in orange circles, with dot-
ted lines indicating the formation of hydrogen bonds. In addition, key hydrophobic interactions of 
the inhibitors with the protein are indicated in turquoise. (C) Structure of radiolabeled mIDH inhib-
itors, with the radiolabels indicated in red [85]. 

Table 4. Quinolinone-based mIDH1-inhibitors listed by decreasing potency. 

 
R1 R2 R3 R4 R5 IC50 a 

(S)-Me 
 

Cl  H 4 nM 

(S)-Me 
 

I H H 5 nM b 

H 
 

Cl  H 6 nM 

(S)-Me 
 

Cl 
 

H 8 nM 

Cl

Molecules 2023, 28, x FOR PEER REVIEW 28 of 44 
 

 

in this position, although this might, in some cases, negatively affect the metabolic stabil-
ity and/or brain penetration. The effects of substituents in the adjacent position 8 are less 
established, but the available data suggest that it should also be possible to introduce a 
radiolabel in this position without adverse effects on mIDH1 affinity (Table 4). Finally, as 
an alternative to radiolabeling of the quinolinone core, the RHS portion in FT-2102 or its 
analogs could potentially be replaced with 18F-labeled substituents containing suitably 
placed cyano and carbonyl groups to maintain the interactions with Leu120 and Ile128 ob-
served in the crystal structures (Figure 9B). 

 
Figure 9. Structure of quinolinone-based inhibitors and their interaction with IDH1R132H. (A) Struc-
ture of preclinical and clinical mIDH1-selective inhibitors with a 1H-quinolin-2-one backbone (indi-
cated in blue) [83,84]. (B) Scheme illustrating inhibitor-protein interactions in the crystal structures 
of compound 4 (top, PDB: 6O2Y) and FT-2102 (bottom, PDB: 6U4J) in complex with IDH1R132H. 
Amino acid residues that directly interact with the inhibitors are shown in orange circles, with dot-
ted lines indicating the formation of hydrogen bonds. In addition, key hydrophobic interactions of 
the inhibitors with the protein are indicated in turquoise. (C) Structure of radiolabeled mIDH inhib-
itors, with the radiolabels indicated in red [85]. 

Table 4. Quinolinone-based mIDH1-inhibitors listed by decreasing potency. 

 
R1 R2 R3 R4 R5 IC50 a 

(S)-Me 
 

Cl  H 4 nM 

(S)-Me 
 

I H H 5 nM b 

H 
 

Cl  H 6 nM 

(S)-Me 
 

Cl 
 

H 8 nM 

H 4 nM

(S)-Me

Molecules 2023, 28, x FOR PEER REVIEW 28 of 44 
 

 

in this position, although this might, in some cases, negatively affect the metabolic stabil-
ity and/or brain penetration. The effects of substituents in the adjacent position 8 are less 
established, but the available data suggest that it should also be possible to introduce a 
radiolabel in this position without adverse effects on mIDH1 affinity (Table 4). Finally, as 
an alternative to radiolabeling of the quinolinone core, the RHS portion in FT-2102 or its 
analogs could potentially be replaced with 18F-labeled substituents containing suitably 
placed cyano and carbonyl groups to maintain the interactions with Leu120 and Ile128 ob-
served in the crystal structures (Figure 9B). 

 
Figure 9. Structure of quinolinone-based inhibitors and their interaction with IDH1R132H. (A) Struc-
ture of preclinical and clinical mIDH1-selective inhibitors with a 1H-quinolin-2-one backbone (indi-
cated in blue) [83,84]. (B) Scheme illustrating inhibitor-protein interactions in the crystal structures 
of compound 4 (top, PDB: 6O2Y) and FT-2102 (bottom, PDB: 6U4J) in complex with IDH1R132H. 
Amino acid residues that directly interact with the inhibitors are shown in orange circles, with dot-
ted lines indicating the formation of hydrogen bonds. In addition, key hydrophobic interactions of 
the inhibitors with the protein are indicated in turquoise. (C) Structure of radiolabeled mIDH inhib-
itors, with the radiolabels indicated in red [85]. 

Table 4. Quinolinone-based mIDH1-inhibitors listed by decreasing potency. 

 
R1 R2 R3 R4 R5 IC50 a 

(S)-Me 
 

Cl  H 4 nM 

(S)-Me 
 

I H H 5 nM b 

H 
 

Cl  H 6 nM 

(S)-Me 
 

Cl 
 

H 8 nM 

I H H 5 nM b

H

Molecules 2023, 28, x FOR PEER REVIEW 28 of 44 
 

 

in this position, although this might, in some cases, negatively affect the metabolic stabil-
ity and/or brain penetration. The effects of substituents in the adjacent position 8 are less 
established, but the available data suggest that it should also be possible to introduce a 
radiolabel in this position without adverse effects on mIDH1 affinity (Table 4). Finally, as 
an alternative to radiolabeling of the quinolinone core, the RHS portion in FT-2102 or its 
analogs could potentially be replaced with 18F-labeled substituents containing suitably 
placed cyano and carbonyl groups to maintain the interactions with Leu120 and Ile128 ob-
served in the crystal structures (Figure 9B). 

 
Figure 9. Structure of quinolinone-based inhibitors and their interaction with IDH1R132H. (A) Struc-
ture of preclinical and clinical mIDH1-selective inhibitors with a 1H-quinolin-2-one backbone (indi-
cated in blue) [83,84]. (B) Scheme illustrating inhibitor-protein interactions in the crystal structures 
of compound 4 (top, PDB: 6O2Y) and FT-2102 (bottom, PDB: 6U4J) in complex with IDH1R132H. 
Amino acid residues that directly interact with the inhibitors are shown in orange circles, with dot-
ted lines indicating the formation of hydrogen bonds. In addition, key hydrophobic interactions of 
the inhibitors with the protein are indicated in turquoise. (C) Structure of radiolabeled mIDH inhib-
itors, with the radiolabels indicated in red [85]. 

Table 4. Quinolinone-based mIDH1-inhibitors listed by decreasing potency. 

 
R1 R2 R3 R4 R5 IC50 a 

(S)-Me 
 

Cl  H 4 nM 

(S)-Me 
 

I H H 5 nM b 

H 
 

Cl  H 6 nM 

(S)-Me 
 

Cl 
 

H 8 nM 

Cl

Molecules 2023, 28, x FOR PEER REVIEW 28 of 44 
 

 

in this position, although this might, in some cases, negatively affect the metabolic stabil-
ity and/or brain penetration. The effects of substituents in the adjacent position 8 are less 
established, but the available data suggest that it should also be possible to introduce a 
radiolabel in this position without adverse effects on mIDH1 affinity (Table 4). Finally, as 
an alternative to radiolabeling of the quinolinone core, the RHS portion in FT-2102 or its 
analogs could potentially be replaced with 18F-labeled substituents containing suitably 
placed cyano and carbonyl groups to maintain the interactions with Leu120 and Ile128 ob-
served in the crystal structures (Figure 9B). 

 
Figure 9. Structure of quinolinone-based inhibitors and their interaction with IDH1R132H. (A) Struc-
ture of preclinical and clinical mIDH1-selective inhibitors with a 1H-quinolin-2-one backbone (indi-
cated in blue) [83,84]. (B) Scheme illustrating inhibitor-protein interactions in the crystal structures 
of compound 4 (top, PDB: 6O2Y) and FT-2102 (bottom, PDB: 6U4J) in complex with IDH1R132H. 
Amino acid residues that directly interact with the inhibitors are shown in orange circles, with dot-
ted lines indicating the formation of hydrogen bonds. In addition, key hydrophobic interactions of 
the inhibitors with the protein are indicated in turquoise. (C) Structure of radiolabeled mIDH inhib-
itors, with the radiolabels indicated in red [85]. 

Table 4. Quinolinone-based mIDH1-inhibitors listed by decreasing potency. 

 
R1 R2 R3 R4 R5 IC50 a 

(S)-Me 
 

Cl  H 4 nM 

(S)-Me 
 

I H H 5 nM b 

H 
 

Cl  H 6 nM 

(S)-Me 
 

Cl 
 

H 8 nM 

H 6 nM

(S)-Me

Molecules 2023, 28, x FOR PEER REVIEW 28 of 44 
 

 

in this position, although this might, in some cases, negatively affect the metabolic stabil-
ity and/or brain penetration. The effects of substituents in the adjacent position 8 are less 
established, but the available data suggest that it should also be possible to introduce a 
radiolabel in this position without adverse effects on mIDH1 affinity (Table 4). Finally, as 
an alternative to radiolabeling of the quinolinone core, the RHS portion in FT-2102 or its 
analogs could potentially be replaced with 18F-labeled substituents containing suitably 
placed cyano and carbonyl groups to maintain the interactions with Leu120 and Ile128 ob-
served in the crystal structures (Figure 9B). 

 
Figure 9. Structure of quinolinone-based inhibitors and their interaction with IDH1R132H. (A) Struc-
ture of preclinical and clinical mIDH1-selective inhibitors with a 1H-quinolin-2-one backbone (indi-
cated in blue) [83,84]. (B) Scheme illustrating inhibitor-protein interactions in the crystal structures 
of compound 4 (top, PDB: 6O2Y) and FT-2102 (bottom, PDB: 6U4J) in complex with IDH1R132H. 
Amino acid residues that directly interact with the inhibitors are shown in orange circles, with dot-
ted lines indicating the formation of hydrogen bonds. In addition, key hydrophobic interactions of 
the inhibitors with the protein are indicated in turquoise. (C) Structure of radiolabeled mIDH inhib-
itors, with the radiolabels indicated in red [85]. 

Table 4. Quinolinone-based mIDH1-inhibitors listed by decreasing potency. 

 
R1 R2 R3 R4 R5 IC50 a 

(S)-Me 
 

Cl  H 4 nM 

(S)-Me 
 

I H H 5 nM b 

H 
 

Cl  H 6 nM 

(S)-Me 
 

Cl 
 

H 8 nM Cl

Molecules 2023, 28, x FOR PEER REVIEW 28 of 44 
 

 

in this position, although this might, in some cases, negatively affect the metabolic stabil-
ity and/or brain penetration. The effects of substituents in the adjacent position 8 are less 
established, but the available data suggest that it should also be possible to introduce a 
radiolabel in this position without adverse effects on mIDH1 affinity (Table 4). Finally, as 
an alternative to radiolabeling of the quinolinone core, the RHS portion in FT-2102 or its 
analogs could potentially be replaced with 18F-labeled substituents containing suitably 
placed cyano and carbonyl groups to maintain the interactions with Leu120 and Ile128 ob-
served in the crystal structures (Figure 9B). 

 
Figure 9. Structure of quinolinone-based inhibitors and their interaction with IDH1R132H. (A) Struc-
ture of preclinical and clinical mIDH1-selective inhibitors with a 1H-quinolin-2-one backbone (indi-
cated in blue) [83,84]. (B) Scheme illustrating inhibitor-protein interactions in the crystal structures 
of compound 4 (top, PDB: 6O2Y) and FT-2102 (bottom, PDB: 6U4J) in complex with IDH1R132H. 
Amino acid residues that directly interact with the inhibitors are shown in orange circles, with dot-
ted lines indicating the formation of hydrogen bonds. In addition, key hydrophobic interactions of 
the inhibitors with the protein are indicated in turquoise. (C) Structure of radiolabeled mIDH inhib-
itors, with the radiolabels indicated in red [85]. 

Table 4. Quinolinone-based mIDH1-inhibitors listed by decreasing potency. 

 
R1 R2 R3 R4 R5 IC50 a 

(S)-Me 
 

Cl  H 4 nM 

(S)-Me 
 

I H H 5 nM b 

H 
 

Cl  H 6 nM 

(S)-Me 
 

Cl 
 

H 8 nM H 8 nM

(S)-Me

Molecules 2023, 28, x FOR PEER REVIEW 29 of 44 
 

 

(S)-Me 
 

Cl 
 

H 8 nM 

(S)-Me 
 

Cl  H 9 nM 

(S)-Me 
 

Cl OMe H 9 nM c 

(S)-Me 
 

Cl OMe H 11 nM 

(S)-Me 
 

Cl 
 

H 11 nM 

(S)-Me 
 

Cl  H 11 nM 

H 
 

Cl  H 13 nM 

(S)-Me 
 

Cl H H 14 nM 

H 
 

Cl 
 

H 16 nM 

(S)-Me 
 

Cl H H 17 nM 

(S)-Me 
 

Cl 
 

H 17 nM 

(S)-Me 
 

Cl H H 18 nM d 

(S)-Me 
 

Cl H H 20 nM 

(S)-Me 
 

Cl H H 21 nM e 

H 
 

Cl H  22 nM 

H 
 

Cl 
 

H 23 nM 

(S)-Me 
 

F H H 23 nM f 

(S)-Me 
 

Cl H H 24 nM 

(S)-Me 
 

Cl F H 25 nM 

H 
 

Cl 
 

H 32 nM 

(S)-Me 
 

Cl F H 36 nM 

Cl

Molecules 2023, 28, x FOR PEER REVIEW 29 of 44 
 

 

(S)-Me 
 

Cl 
 

H 8 nM 

(S)-Me 
 

Cl  H 9 nM 

(S)-Me 
 

Cl OMe H 9 nM c 

(S)-Me 
 

Cl OMe H 11 nM 

(S)-Me 
 

Cl 
 

H 11 nM 

(S)-Me 
 

Cl  H 11 nM 

H 
 

Cl  H 13 nM 

(S)-Me 
 

Cl H H 14 nM 

H 
 

Cl 
 

H 16 nM 

(S)-Me 
 

Cl H H 17 nM 

(S)-Me 
 

Cl 
 

H 17 nM 

(S)-Me 
 

Cl H H 18 nM d 

(S)-Me 
 

Cl H H 20 nM 

(S)-Me 
 

Cl H H 21 nM e 

H 
 

Cl H  22 nM 

H 
 

Cl 
 

H 23 nM 

(S)-Me 
 

F H H 23 nM f 

(S)-Me 
 

Cl H H 24 nM 

(S)-Me 
 

Cl F H 25 nM 

H 
 

Cl 
 

H 32 nM 

(S)-Me 
 

Cl F H 36 nM 

H 8 nM

(S)-Me

Molecules 2023, 28, x FOR PEER REVIEW 29 of 44 
 

 

(S)-Me 
 

Cl 
 

H 8 nM 

(S)-Me 
 

Cl  H 9 nM 

(S)-Me 
 

Cl OMe H 9 nM c 

(S)-Me 
 

Cl OMe H 11 nM 

(S)-Me 
 

Cl 
 

H 11 nM 

(S)-Me 
 

Cl  H 11 nM 

H 
 

Cl  H 13 nM 

(S)-Me 
 

Cl H H 14 nM 

H 
 

Cl 
 

H 16 nM 

(S)-Me 
 

Cl H H 17 nM 

(S)-Me 
 

Cl 
 

H 17 nM 

(S)-Me 
 

Cl H H 18 nM d 

(S)-Me 
 

Cl H H 20 nM 

(S)-Me 
 

Cl H H 21 nM e 

H 
 

Cl H  22 nM 

H 
 

Cl 
 

H 23 nM 

(S)-Me 
 

F H H 23 nM f 

(S)-Me 
 

Cl H H 24 nM 

(S)-Me 
 

Cl F H 25 nM 

H 
 

Cl 
 

H 32 nM 

(S)-Me 
 

Cl F H 36 nM 

Cl

Molecules 2023, 28, x FOR PEER REVIEW 29 of 44 
 

 

(S)-Me 
 

Cl 
 

H 8 nM 

(S)-Me 
 

Cl  H 9 nM 

(S)-Me 
 

Cl OMe H 9 nM c 

(S)-Me 
 

Cl OMe H 11 nM 

(S)-Me 
 

Cl 
 

H 11 nM 

(S)-Me 
 

Cl  H 11 nM 

H 
 

Cl  H 13 nM 

(S)-Me 
 

Cl H H 14 nM 

H 
 

Cl 
 

H 16 nM 

(S)-Me 
 

Cl H H 17 nM 

(S)-Me 
 

Cl 
 

H 17 nM 

(S)-Me 
 

Cl H H 18 nM d 

(S)-Me 
 

Cl H H 20 nM 

(S)-Me 
 

Cl H H 21 nM e 

H 
 

Cl H  22 nM 

H 
 

Cl 
 

H 23 nM 

(S)-Me 
 

F H H 23 nM f 

(S)-Me 
 

Cl H H 24 nM 

(S)-Me 
 

Cl F H 25 nM 

H 
 

Cl 
 

H 32 nM 

(S)-Me 
 

Cl F H 36 nM 

H 9 nM

(S)-Me

Molecules 2023, 28, x FOR PEER REVIEW 29 of 44 
 

 

(S)-Me 
 

Cl 
 

H 8 nM 

(S)-Me 
 

Cl  H 9 nM 

(S)-Me 
 

Cl OMe H 9 nM c 

(S)-Me 
 

Cl OMe H 11 nM 

(S)-Me 
 

Cl 
 

H 11 nM 

(S)-Me 
 

Cl  H 11 nM 

H 
 

Cl  H 13 nM 

(S)-Me 
 

Cl H H 14 nM 

H 
 

Cl 
 

H 16 nM 

(S)-Me 
 

Cl H H 17 nM 

(S)-Me 
 

Cl 
 

H 17 nM 

(S)-Me 
 

Cl H H 18 nM d 

(S)-Me 
 

Cl H H 20 nM 

(S)-Me 
 

Cl H H 21 nM e 

H 
 

Cl H  22 nM 

H 
 

Cl 
 

H 23 nM 

(S)-Me 
 

F H H 23 nM f 

(S)-Me 
 

Cl H H 24 nM 

(S)-Me 
 

Cl F H 25 nM 

H 
 

Cl 
 

H 32 nM 

(S)-Me 
 

Cl F H 36 nM 

Cl OMe H 9 nM c

(S)-Me

Molecules 2023, 28, x FOR PEER REVIEW 29 of 44 
 

 

(S)-Me 
 

Cl 
 

H 8 nM 

(S)-Me 
 

Cl  H 9 nM 

(S)-Me 
 

Cl OMe H 9 nM c 

(S)-Me 
 

Cl OMe H 11 nM 

(S)-Me 
 

Cl 
 

H 11 nM 

(S)-Me 
 

Cl  H 11 nM 

H 
 

Cl  H 13 nM 

(S)-Me 
 

Cl H H 14 nM 

H 
 

Cl 
 

H 16 nM 

(S)-Me 
 

Cl H H 17 nM 

(S)-Me 
 

Cl 
 

H 17 nM 

(S)-Me 
 

Cl H H 18 nM d 

(S)-Me 
 

Cl H H 20 nM 

(S)-Me 
 

Cl H H 21 nM e 

H 
 

Cl H  22 nM 

H 
 

Cl 
 

H 23 nM 

(S)-Me 
 

F H H 23 nM f 

(S)-Me 
 

Cl H H 24 nM 

(S)-Me 
 

Cl F H 25 nM 

H 
 

Cl 
 

H 32 nM 

(S)-Me 
 

Cl F H 36 nM 

Cl OMe H 11 nM

(S)-Me

Molecules 2023, 28, x FOR PEER REVIEW 29 of 44 
 

 

(S)-Me 
 

Cl 
 

H 8 nM 

(S)-Me 
 

Cl  H 9 nM 

(S)-Me 
 

Cl OMe H 9 nM c 

(S)-Me 
 

Cl OMe H 11 nM 

(S)-Me 
 

Cl 
 

H 11 nM 

(S)-Me 
 

Cl  H 11 nM 

H 
 

Cl  H 13 nM 

(S)-Me 
 

Cl H H 14 nM 

H 
 

Cl 
 

H 16 nM 

(S)-Me 
 

Cl H H 17 nM 

(S)-Me 
 

Cl 
 

H 17 nM 

(S)-Me 
 

Cl H H 18 nM d 

(S)-Me 
 

Cl H H 20 nM 

(S)-Me 
 

Cl H H 21 nM e 

H 
 

Cl H  22 nM 

H 
 

Cl 
 

H 23 nM 

(S)-Me 
 

F H H 23 nM f 

(S)-Me 
 

Cl H H 24 nM 

(S)-Me 
 

Cl F H 25 nM 

H 
 

Cl 
 

H 32 nM 

(S)-Me 
 

Cl F H 36 nM 

Cl

Molecules 2023, 28, x FOR PEER REVIEW 29 of 44 
 

 

(S)-Me 
 

Cl 
 

H 8 nM 

(S)-Me 
 

Cl  H 9 nM 

(S)-Me 
 

Cl OMe H 9 nM c 

(S)-Me 
 

Cl OMe H 11 nM 

(S)-Me 
 

Cl 
 

H 11 nM 

(S)-Me 
 

Cl  H 11 nM 

H 
 

Cl  H 13 nM 

(S)-Me 
 

Cl H H 14 nM 

H 
 

Cl 
 

H 16 nM 

(S)-Me 
 

Cl H H 17 nM 

(S)-Me 
 

Cl 
 

H 17 nM 

(S)-Me 
 

Cl H H 18 nM d 

(S)-Me 
 

Cl H H 20 nM 

(S)-Me 
 

Cl H H 21 nM e 

H 
 

Cl H  22 nM 

H 
 

Cl 
 

H 23 nM 

(S)-Me 
 

F H H 23 nM f 

(S)-Me 
 

Cl H H 24 nM 

(S)-Me 
 

Cl F H 25 nM 

H 
 

Cl 
 

H 32 nM 

(S)-Me 
 

Cl F H 36 nM 

H 11 nM

(S)-Me

Molecules 2023, 28, x FOR PEER REVIEW 29 of 44 
 

 

(S)-Me 
 

Cl 
 

H 8 nM 

(S)-Me 
 

Cl  H 9 nM 

(S)-Me 
 

Cl OMe H 9 nM c 

(S)-Me 
 

Cl OMe H 11 nM 

(S)-Me 
 

Cl 
 

H 11 nM 

(S)-Me 
 

Cl  H 11 nM 

H 
 

Cl  H 13 nM 

(S)-Me 
 

Cl H H 14 nM 

H 
 

Cl 
 

H 16 nM 

(S)-Me 
 

Cl H H 17 nM 

(S)-Me 
 

Cl 
 

H 17 nM 

(S)-Me 
 

Cl H H 18 nM d 

(S)-Me 
 

Cl H H 20 nM 

(S)-Me 
 

Cl H H 21 nM e 

H 
 

Cl H  22 nM 

H 
 

Cl 
 

H 23 nM 

(S)-Me 
 

F H H 23 nM f 

(S)-Me 
 

Cl H H 24 nM 

(S)-Me 
 

Cl F H 25 nM 

H 
 

Cl 
 

H 32 nM 

(S)-Me 
 

Cl F H 36 nM 

Cl

Molecules 2023, 28, x FOR PEER REVIEW 29 of 44 
 

 

(S)-Me 
 

Cl 
 

H 8 nM 

(S)-Me 
 

Cl  H 9 nM 

(S)-Me 
 

Cl OMe H 9 nM c 

(S)-Me 
 

Cl OMe H 11 nM 

(S)-Me 
 

Cl 
 

H 11 nM 

(S)-Me 
 

Cl  H 11 nM 

H 
 

Cl  H 13 nM 

(S)-Me 
 

Cl H H 14 nM 

H 
 

Cl 
 

H 16 nM 

(S)-Me 
 

Cl H H 17 nM 

(S)-Me 
 

Cl 
 

H 17 nM 

(S)-Me 
 

Cl H H 18 nM d 

(S)-Me 
 

Cl H H 20 nM 

(S)-Me 
 

Cl H H 21 nM e 

H 
 

Cl H  22 nM 

H 
 

Cl 
 

H 23 nM 

(S)-Me 
 

F H H 23 nM f 

(S)-Me 
 

Cl H H 24 nM 

(S)-Me 
 

Cl F H 25 nM 

H 
 

Cl 
 

H 32 nM 

(S)-Me 
 

Cl F H 36 nM 

H 11 nM

H

Molecules 2023, 28, x FOR PEER REVIEW 29 of 44 
 

 

(S)-Me 
 

Cl 
 

H 8 nM 

(S)-Me 
 

Cl  H 9 nM 

(S)-Me 
 

Cl OMe H 9 nM c 

(S)-Me 
 

Cl OMe H 11 nM 

(S)-Me 
 

Cl 
 

H 11 nM 

(S)-Me 
 

Cl  H 11 nM 

H 
 

Cl  H 13 nM 

(S)-Me 
 

Cl H H 14 nM 

H 
 

Cl 
 

H 16 nM 

(S)-Me 
 

Cl H H 17 nM 

(S)-Me 
 

Cl 
 

H 17 nM 

(S)-Me 
 

Cl H H 18 nM d 

(S)-Me 
 

Cl H H 20 nM 

(S)-Me 
 

Cl H H 21 nM e 

H 
 

Cl H  22 nM 

H 
 

Cl 
 

H 23 nM 

(S)-Me 
 

F H H 23 nM f 

(S)-Me 
 

Cl H H 24 nM 

(S)-Me 
 

Cl F H 25 nM 

H 
 

Cl 
 

H 32 nM 

(S)-Me 
 

Cl F H 36 nM 

Cl

Molecules 2023, 28, x FOR PEER REVIEW 29 of 44 
 

 

(S)-Me 
 

Cl 
 

H 8 nM 

(S)-Me 
 

Cl  H 9 nM 

(S)-Me 
 

Cl OMe H 9 nM c 

(S)-Me 
 

Cl OMe H 11 nM 

(S)-Me 
 

Cl 
 

H 11 nM 

(S)-Me 
 

Cl  H 11 nM 

H 
 

Cl  H 13 nM 

(S)-Me 
 

Cl H H 14 nM 

H 
 

Cl 
 

H 16 nM 

(S)-Me 
 

Cl H H 17 nM 

(S)-Me 
 

Cl 
 

H 17 nM 

(S)-Me 
 

Cl H H 18 nM d 

(S)-Me 
 

Cl H H 20 nM 

(S)-Me 
 

Cl H H 21 nM e 

H 
 

Cl H  22 nM 

H 
 

Cl 
 

H 23 nM 

(S)-Me 
 

F H H 23 nM f 

(S)-Me 
 

Cl H H 24 nM 

(S)-Me 
 

Cl F H 25 nM 

H 
 

Cl 
 

H 32 nM 

(S)-Me 
 

Cl F H 36 nM 

H 13 nM

(S)-Me

Molecules 2023, 28, x FOR PEER REVIEW 29 of 44 
 

 

(S)-Me 
 

Cl 
 

H 8 nM 

(S)-Me 
 

Cl  H 9 nM 

(S)-Me 
 

Cl OMe H 9 nM c 

(S)-Me 
 

Cl OMe H 11 nM 

(S)-Me 
 

Cl 
 

H 11 nM 

(S)-Me 
 

Cl  H 11 nM 

H 
 

Cl  H 13 nM 

(S)-Me 
 

Cl H H 14 nM 

H 
 

Cl 
 

H 16 nM 

(S)-Me 
 

Cl H H 17 nM 

(S)-Me 
 

Cl 
 

H 17 nM 

(S)-Me 
 

Cl H H 18 nM d 

(S)-Me 
 

Cl H H 20 nM 

(S)-Me 
 

Cl H H 21 nM e 

H 
 

Cl H  22 nM 

H 
 

Cl 
 

H 23 nM 

(S)-Me 
 

F H H 23 nM f 

(S)-Me 
 

Cl H H 24 nM 

(S)-Me 
 

Cl F H 25 nM 

H 
 

Cl 
 

H 32 nM 

(S)-Me 
 

Cl F H 36 nM 

Cl H H 14 nM

H

Molecules 2023, 28, x FOR PEER REVIEW 29 of 44 
 

 

(S)-Me 
 

Cl 
 

H 8 nM 

(S)-Me 
 

Cl  H 9 nM 

(S)-Me 
 

Cl OMe H 9 nM c 

(S)-Me 
 

Cl OMe H 11 nM 

(S)-Me 
 

Cl 
 

H 11 nM 

(S)-Me 
 

Cl  H 11 nM 

H 
 

Cl  H 13 nM 

(S)-Me 
 

Cl H H 14 nM 

H 
 

Cl 
 

H 16 nM 

(S)-Me 
 

Cl H H 17 nM 

(S)-Me 
 

Cl 
 

H 17 nM 

(S)-Me 
 

Cl H H 18 nM d 

(S)-Me 
 

Cl H H 20 nM 

(S)-Me 
 

Cl H H 21 nM e 

H 
 

Cl H  22 nM 

H 
 

Cl 
 

H 23 nM 

(S)-Me 
 

F H H 23 nM f 

(S)-Me 
 

Cl H H 24 nM 

(S)-Me 
 

Cl F H 25 nM 

H 
 

Cl 
 

H 32 nM 

(S)-Me 
 

Cl F H 36 nM 

Cl

Molecules 2023, 28, x FOR PEER REVIEW 29 of 44 
 

 

(S)-Me 
 

Cl 
 

H 8 nM 

(S)-Me 
 

Cl  H 9 nM 

(S)-Me 
 

Cl OMe H 9 nM c 

(S)-Me 
 

Cl OMe H 11 nM 

(S)-Me 
 

Cl 
 

H 11 nM 

(S)-Me 
 

Cl  H 11 nM 

H 
 

Cl  H 13 nM 

(S)-Me 
 

Cl H H 14 nM 

H 
 

Cl 
 

H 16 nM 

(S)-Me 
 

Cl H H 17 nM 

(S)-Me 
 

Cl 
 

H 17 nM 

(S)-Me 
 

Cl H H 18 nM d 

(S)-Me 
 

Cl H H 20 nM 

(S)-Me 
 

Cl H H 21 nM e 

H 
 

Cl H  22 nM 

H 
 

Cl 
 

H 23 nM 

(S)-Me 
 

F H H 23 nM f 

(S)-Me 
 

Cl H H 24 nM 

(S)-Me 
 

Cl F H 25 nM 

H 
 

Cl 
 

H 32 nM 

(S)-Me 
 

Cl F H 36 nM 

H 16 nM

(S)-Me

Molecules 2023, 28, x FOR PEER REVIEW 29 of 44 
 

 

(S)-Me 
 

Cl 
 

H 8 nM 

(S)-Me 
 

Cl  H 9 nM 

(S)-Me 
 

Cl OMe H 9 nM c 

(S)-Me 
 

Cl OMe H 11 nM 

(S)-Me 
 

Cl 
 

H 11 nM 

(S)-Me 
 

Cl  H 11 nM 

H 
 

Cl  H 13 nM 

(S)-Me 
 

Cl H H 14 nM 

H 
 

Cl 
 

H 16 nM 

(S)-Me 
 

Cl H H 17 nM 

(S)-Me 
 

Cl 
 

H 17 nM 

(S)-Me 
 

Cl H H 18 nM d 

(S)-Me 
 

Cl H H 20 nM 

(S)-Me 
 

Cl H H 21 nM e 

H 
 

Cl H  22 nM 

H 
 

Cl 
 

H 23 nM 

(S)-Me 
 

F H H 23 nM f 

(S)-Me 
 

Cl H H 24 nM 

(S)-Me 
 

Cl F H 25 nM 

H 
 

Cl 
 

H 32 nM 

(S)-Me 
 

Cl F H 36 nM 

Cl H H 17 nM

(S)-Me

Molecules 2023, 28, x FOR PEER REVIEW 29 of 44 
 

 

(S)-Me 
 

Cl 
 

H 8 nM 

(S)-Me 
 

Cl  H 9 nM 

(S)-Me 
 

Cl OMe H 9 nM c 

(S)-Me 
 

Cl OMe H 11 nM 

(S)-Me 
 

Cl 
 

H 11 nM 

(S)-Me 
 

Cl  H 11 nM 

H 
 

Cl  H 13 nM 

(S)-Me 
 

Cl H H 14 nM 

H 
 

Cl 
 

H 16 nM 

(S)-Me 
 

Cl H H 17 nM 

(S)-Me 
 

Cl 
 

H 17 nM 

(S)-Me 
 

Cl H H 18 nM d 

(S)-Me 
 

Cl H H 20 nM 

(S)-Me 
 

Cl H H 21 nM e 

H 
 

Cl H  22 nM 

H 
 

Cl 
 

H 23 nM 

(S)-Me 
 

F H H 23 nM f 

(S)-Me 
 

Cl H H 24 nM 

(S)-Me 
 

Cl F H 25 nM 

H 
 

Cl 
 

H 32 nM 

(S)-Me 
 

Cl F H 36 nM 

Cl

Molecules 2023, 28, x FOR PEER REVIEW 29 of 44 
 

 

(S)-Me 
 

Cl 
 

H 8 nM 

(S)-Me 
 

Cl  H 9 nM 

(S)-Me 
 

Cl OMe H 9 nM c 

(S)-Me 
 

Cl OMe H 11 nM 

(S)-Me 
 

Cl 
 

H 11 nM 

(S)-Me 
 

Cl  H 11 nM 

H 
 

Cl  H 13 nM 

(S)-Me 
 

Cl H H 14 nM 

H 
 

Cl 
 

H 16 nM 

(S)-Me 
 

Cl H H 17 nM 

(S)-Me 
 

Cl 
 

H 17 nM 

(S)-Me 
 

Cl H H 18 nM d 

(S)-Me 
 

Cl H H 20 nM 

(S)-Me 
 

Cl H H 21 nM e 

H 
 

Cl H  22 nM 

H 
 

Cl 
 

H 23 nM 

(S)-Me 
 

F H H 23 nM f 

(S)-Me 
 

Cl H H 24 nM 

(S)-Me 
 

Cl F H 25 nM 

H 
 

Cl 
 

H 32 nM 

(S)-Me 
 

Cl F H 36 nM 

H 17 nM

(S)-Me

Molecules 2023, 28, x FOR PEER REVIEW 29 of 44 
 

 

(S)-Me 
 

Cl 
 

H 8 nM 

(S)-Me 
 

Cl  H 9 nM 

(S)-Me 
 

Cl OMe H 9 nM c 

(S)-Me 
 

Cl OMe H 11 nM 

(S)-Me 
 

Cl 
 

H 11 nM 

(S)-Me 
 

Cl  H 11 nM 

H 
 

Cl  H 13 nM 

(S)-Me 
 

Cl H H 14 nM 

H 
 

Cl 
 

H 16 nM 

(S)-Me 
 

Cl H H 17 nM 

(S)-Me 
 

Cl 
 

H 17 nM 

(S)-Me 
 

Cl H H 18 nM d 

(S)-Me 
 

Cl H H 20 nM 

(S)-Me 
 

Cl H H 21 nM e 

H 
 

Cl H  22 nM 

H 
 

Cl 
 

H 23 nM 

(S)-Me 
 

F H H 23 nM f 

(S)-Me 
 

Cl H H 24 nM 

(S)-Me 
 

Cl F H 25 nM 

H 
 

Cl 
 

H 32 nM 

(S)-Me 
 

Cl F H 36 nM 

Cl H H 18 nM d



Molecules 2023, 28, 2890 31 of 46

Table 4. Cont.

Molecules 2023, 28, x FOR PEER REVIEW 28 of 44 
 

 

in this position, although this might, in some cases, negatively affect the metabolic stabil-
ity and/or brain penetration. The effects of substituents in the adjacent position 8 are less 
established, but the available data suggest that it should also be possible to introduce a 
radiolabel in this position without adverse effects on mIDH1 affinity (Table 4). Finally, as 
an alternative to radiolabeling of the quinolinone core, the RHS portion in FT-2102 or its 
analogs could potentially be replaced with 18F-labeled substituents containing suitably 
placed cyano and carbonyl groups to maintain the interactions with Leu120 and Ile128 ob-
served in the crystal structures (Figure 9B). 
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Table 4. Quinolinone-based mIDH1-inhibitors listed by decreasing potency. 

 
R1 R2 R3 R4 R5 IC50 a 

(S)-Me 
 

Cl  H 4 nM 

(S)-Me 
 

I H H 5 nM b 

H 
 

Cl  H 6 nM 

(S)-Me 
 

Cl 
 

H 8 nM 

R1 R2 R3 R4 R5 IC50
a

(S)-Me

Molecules 2023, 28, x FOR PEER REVIEW 29 of 44 
 

 

(S)-Me 
 

Cl 
 

H 8 nM 

(S)-Me 
 

Cl  H 9 nM 

(S)-Me 
 

Cl OMe H 9 nM c 

(S)-Me 
 

Cl OMe H 11 nM 

(S)-Me 
 

Cl 
 

H 11 nM 

(S)-Me 
 

Cl  H 11 nM 

H 
 

Cl  H 13 nM 

(S)-Me 
 

Cl H H 14 nM 

H 
 

Cl 
 

H 16 nM 

(S)-Me 
 

Cl H H 17 nM 

(S)-Me 
 

Cl 
 

H 17 nM 

(S)-Me 
 

Cl H H 18 nM d 

(S)-Me 
 

Cl H H 20 nM 

(S)-Me 
 

Cl H H 21 nM e 

H 
 

Cl H  22 nM 

H 
 

Cl 
 

H 23 nM 

(S)-Me 
 

F H H 23 nM f 

(S)-Me 
 

Cl H H 24 nM 

(S)-Me 
 

Cl F H 25 nM 

H 
 

Cl 
 

H 32 nM 

(S)-Me 
 

Cl F H 36 nM 

Cl H H 20 nM

(S)-Me

Molecules 2023, 28, x FOR PEER REVIEW 29 of 44 
 

 

(S)-Me 
 

Cl 
 

H 8 nM 

(S)-Me 
 

Cl  H 9 nM 

(S)-Me 
 

Cl OMe H 9 nM c 

(S)-Me 
 

Cl OMe H 11 nM 

(S)-Me 
 

Cl 
 

H 11 nM 

(S)-Me 
 

Cl  H 11 nM 

H 
 

Cl  H 13 nM 

(S)-Me 
 

Cl H H 14 nM 

H 
 

Cl 
 

H 16 nM 

(S)-Me 
 

Cl H H 17 nM 

(S)-Me 
 

Cl 
 

H 17 nM 

(S)-Me 
 

Cl H H 18 nM d 

(S)-Me 
 

Cl H H 20 nM 

(S)-Me 
 

Cl H H 21 nM e 

H 
 

Cl H  22 nM 

H 
 

Cl 
 

H 23 nM 

(S)-Me 
 

F H H 23 nM f 

(S)-Me 
 

Cl H H 24 nM 

(S)-Me 
 

Cl F H 25 nM 

H 
 

Cl 
 

H 32 nM 

(S)-Me 
 

Cl F H 36 nM 

Cl H H 21 nM e

H

Molecules 2023, 28, x FOR PEER REVIEW 29 of 44 
 

 

(S)-Me 
 

Cl 
 

H 8 nM 

(S)-Me 
 

Cl  H 9 nM 

(S)-Me 
 

Cl OMe H 9 nM c 

(S)-Me 
 

Cl OMe H 11 nM 

(S)-Me 
 

Cl 
 

H 11 nM 

(S)-Me 
 

Cl  H 11 nM 

H 
 

Cl  H 13 nM 

(S)-Me 
 

Cl H H 14 nM 

H 
 

Cl 
 

H 16 nM 

(S)-Me 
 

Cl H H 17 nM 

(S)-Me 
 

Cl 
 

H 17 nM 

(S)-Me 
 

Cl H H 18 nM d 

(S)-Me 
 

Cl H H 20 nM 

(S)-Me 
 

Cl H H 21 nM e 

H 
 

Cl H  22 nM 

H 
 

Cl 
 

H 23 nM 

(S)-Me 
 

F H H 23 nM f 

(S)-Me 
 

Cl H H 24 nM 

(S)-Me 
 

Cl F H 25 nM 

H 
 

Cl 
 

H 32 nM 

(S)-Me 
 

Cl F H 36 nM 

Cl H

Molecules 2023, 28, x FOR PEER REVIEW 29 of 44 
 

 

(S)-Me 
 

Cl 
 

H 8 nM 

(S)-Me 
 

Cl  H 9 nM 

(S)-Me 
 

Cl OMe H 9 nM c 

(S)-Me 
 

Cl OMe H 11 nM 

(S)-Me 
 

Cl 
 

H 11 nM 

(S)-Me 
 

Cl  H 11 nM 

H 
 

Cl  H 13 nM 

(S)-Me 
 

Cl H H 14 nM 

H 
 

Cl 
 

H 16 nM 

(S)-Me 
 

Cl H H 17 nM 

(S)-Me 
 

Cl 
 

H 17 nM 

(S)-Me 
 

Cl H H 18 nM d 

(S)-Me 
 

Cl H H 20 nM 

(S)-Me 
 

Cl H H 21 nM e 

H 
 

Cl H  22 nM 

H 
 

Cl 
 

H 23 nM 

(S)-Me 
 

F H H 23 nM f 

(S)-Me 
 

Cl H H 24 nM 

(S)-Me 
 

Cl F H 25 nM 

H 
 

Cl 
 

H 32 nM 

(S)-Me 
 

Cl F H 36 nM 

22 nM

H

Molecules 2023, 28, x FOR PEER REVIEW 29 of 44 
 

 

(S)-Me 
 

Cl 
 

H 8 nM 

(S)-Me 
 

Cl  H 9 nM 

(S)-Me 
 

Cl OMe H 9 nM c 

(S)-Me 
 

Cl OMe H 11 nM 

(S)-Me 
 

Cl 
 

H 11 nM 

(S)-Me 
 

Cl  H 11 nM 

H 
 

Cl  H 13 nM 

(S)-Me 
 

Cl H H 14 nM 

H 
 

Cl 
 

H 16 nM 

(S)-Me 
 

Cl H H 17 nM 

(S)-Me 
 

Cl 
 

H 17 nM 

(S)-Me 
 

Cl H H 18 nM d 

(S)-Me 
 

Cl H H 20 nM 

(S)-Me 
 

Cl H H 21 nM e 

H 
 

Cl H  22 nM 

H 
 

Cl 
 

H 23 nM 

(S)-Me 
 

F H H 23 nM f 

(S)-Me 
 

Cl H H 24 nM 

(S)-Me 
 

Cl F H 25 nM 

H 
 

Cl 
 

H 32 nM 

(S)-Me 
 

Cl F H 36 nM 

Cl

Molecules 2023, 28, x FOR PEER REVIEW 29 of 44 
 

 

(S)-Me 
 

Cl 
 

H 8 nM 

(S)-Me 
 

Cl  H 9 nM 

(S)-Me 
 

Cl OMe H 9 nM c 

(S)-Me 
 

Cl OMe H 11 nM 

(S)-Me 
 

Cl 
 

H 11 nM 

(S)-Me 
 

Cl  H 11 nM 

H 
 

Cl  H 13 nM 

(S)-Me 
 

Cl H H 14 nM 

H 
 

Cl 
 

H 16 nM 

(S)-Me 
 

Cl H H 17 nM 

(S)-Me 
 

Cl 
 

H 17 nM 

(S)-Me 
 

Cl H H 18 nM d 

(S)-Me 
 

Cl H H 20 nM 

(S)-Me 
 

Cl H H 21 nM e 

H 
 

Cl H  22 nM 

H 
 

Cl 
 

H 23 nM 

(S)-Me 
 

F H H 23 nM f 

(S)-Me 
 

Cl H H 24 nM 

(S)-Me 
 

Cl F H 25 nM 

H 
 

Cl 
 

H 32 nM 

(S)-Me 
 

Cl F H 36 nM 

H 23 nM

(S)-Me

Molecules 2023, 28, x FOR PEER REVIEW 29 of 44 
 

 

(S)-Me 
 

Cl 
 

H 8 nM 

(S)-Me 
 

Cl  H 9 nM 

(S)-Me 
 

Cl OMe H 9 nM c 

(S)-Me 
 

Cl OMe H 11 nM 

(S)-Me 
 

Cl 
 

H 11 nM 

(S)-Me 
 

Cl  H 11 nM 

H 
 

Cl  H 13 nM 

(S)-Me 
 

Cl H H 14 nM 

H 
 

Cl 
 

H 16 nM 

(S)-Me 
 

Cl H H 17 nM 

(S)-Me 
 

Cl 
 

H 17 nM 

(S)-Me 
 

Cl H H 18 nM d 

(S)-Me 
 

Cl H H 20 nM 

(S)-Me 
 

Cl H H 21 nM e 

H 
 

Cl H  22 nM 

H 
 

Cl 
 

H 23 nM 

(S)-Me 
 

F H H 23 nM f 

(S)-Me 
 

Cl H H 24 nM 

(S)-Me 
 

Cl F H 25 nM 

H 
 

Cl 
 

H 32 nM 

(S)-Me 
 

Cl F H 36 nM 

F H H 23 nM f

(S)-Me

Molecules 2023, 28, x FOR PEER REVIEW 29 of 44 
 

 

(S)-Me 
 

Cl 
 

H 8 nM 

(S)-Me 
 

Cl  H 9 nM 

(S)-Me 
 

Cl OMe H 9 nM c 

(S)-Me 
 

Cl OMe H 11 nM 

(S)-Me 
 

Cl 
 

H 11 nM 

(S)-Me 
 

Cl  H 11 nM 

H 
 

Cl  H 13 nM 

(S)-Me 
 

Cl H H 14 nM 

H 
 

Cl 
 

H 16 nM 

(S)-Me 
 

Cl H H 17 nM 

(S)-Me 
 

Cl 
 

H 17 nM 

(S)-Me 
 

Cl H H 18 nM d 

(S)-Me 
 

Cl H H 20 nM 

(S)-Me 
 

Cl H H 21 nM e 

H 
 

Cl H  22 nM 

H 
 

Cl 
 

H 23 nM 

(S)-Me 
 

F H H 23 nM f 

(S)-Me 
 

Cl H H 24 nM 

(S)-Me 
 

Cl F H 25 nM 

H 
 

Cl 
 

H 32 nM 

(S)-Me 
 

Cl F H 36 nM 

Cl H H 24 nM

(S)-Me

Molecules 2023, 28, x FOR PEER REVIEW 29 of 44 
 

 

(S)-Me 
 

Cl 
 

H 8 nM 

(S)-Me 
 

Cl  H 9 nM 

(S)-Me 
 

Cl OMe H 9 nM c 

(S)-Me 
 

Cl OMe H 11 nM 

(S)-Me 
 

Cl 
 

H 11 nM 

(S)-Me 
 

Cl  H 11 nM 

H 
 

Cl  H 13 nM 

(S)-Me 
 

Cl H H 14 nM 

H 
 

Cl 
 

H 16 nM 

(S)-Me 
 

Cl H H 17 nM 

(S)-Me 
 

Cl 
 

H 17 nM 

(S)-Me 
 

Cl H H 18 nM d 

(S)-Me 
 

Cl H H 20 nM 

(S)-Me 
 

Cl H H 21 nM e 

H 
 

Cl H  22 nM 

H 
 

Cl 
 

H 23 nM 

(S)-Me 
 

F H H 23 nM f 

(S)-Me 
 

Cl H H 24 nM 

(S)-Me 
 

Cl F H 25 nM 

H 
 

Cl 
 

H 32 nM 

(S)-Me 
 

Cl F H 36 nM 

Cl F H 25 nM

H

Molecules 2023, 28, x FOR PEER REVIEW 29 of 44 
 

 

(S)-Me 
 

Cl 
 

H 8 nM 

(S)-Me 
 

Cl  H 9 nM 

(S)-Me 
 

Cl OMe H 9 nM c 

(S)-Me 
 

Cl OMe H 11 nM 

(S)-Me 
 

Cl 
 

H 11 nM 

(S)-Me 
 

Cl  H 11 nM 

H 
 

Cl  H 13 nM 

(S)-Me 
 

Cl H H 14 nM 

H 
 

Cl 
 

H 16 nM 

(S)-Me 
 

Cl H H 17 nM 

(S)-Me 
 

Cl 
 

H 17 nM 

(S)-Me 
 

Cl H H 18 nM d 

(S)-Me 
 

Cl H H 20 nM 

(S)-Me 
 

Cl H H 21 nM e 

H 
 

Cl H  22 nM 

H 
 

Cl 
 

H 23 nM 

(S)-Me 
 

F H H 23 nM f 

(S)-Me 
 

Cl H H 24 nM 

(S)-Me 
 

Cl F H 25 nM 

H 
 

Cl 
 

H 32 nM 

(S)-Me 
 

Cl F H 36 nM 

Cl

Molecules 2023, 28, x FOR PEER REVIEW 29 of 44 
 

 

(S)-Me 
 

Cl 
 

H 8 nM 

(S)-Me 
 

Cl  H 9 nM 

(S)-Me 
 

Cl OMe H 9 nM c 

(S)-Me 
 

Cl OMe H 11 nM 

(S)-Me 
 

Cl 
 

H 11 nM 

(S)-Me 
 

Cl  H 11 nM 

H 
 

Cl  H 13 nM 

(S)-Me 
 

Cl H H 14 nM 

H 
 

Cl 
 

H 16 nM 

(S)-Me 
 

Cl H H 17 nM 

(S)-Me 
 

Cl 
 

H 17 nM 

(S)-Me 
 

Cl H H 18 nM d 

(S)-Me 
 

Cl H H 20 nM 

(S)-Me 
 

Cl H H 21 nM e 

H 
 

Cl H  22 nM 

H 
 

Cl 
 

H 23 nM 

(S)-Me 
 

F H H 23 nM f 

(S)-Me 
 

Cl H H 24 nM 

(S)-Me 
 

Cl F H 25 nM 

H 
 

Cl 
 

H 32 nM 

(S)-Me 
 

Cl F H 36 nM 

H 32 nM

(S)-Me

Molecules 2023, 28, x FOR PEER REVIEW 29 of 44 
 

 

(S)-Me 
 

Cl 
 

H 8 nM 

(S)-Me 
 

Cl  H 9 nM 

(S)-Me 
 

Cl OMe H 9 nM c 

(S)-Me 
 

Cl OMe H 11 nM 

(S)-Me 
 

Cl 
 

H 11 nM 

(S)-Me 
 

Cl  H 11 nM 

H 
 

Cl  H 13 nM 

(S)-Me 
 

Cl H H 14 nM 

H 
 

Cl 
 

H 16 nM 

(S)-Me 
 

Cl H H 17 nM 

(S)-Me 
 

Cl 
 

H 17 nM 

(S)-Me 
 

Cl H H 18 nM d 

(S)-Me 
 

Cl H H 20 nM 

(S)-Me 
 

Cl H H 21 nM e 

H 
 

Cl H  22 nM 

H 
 

Cl 
 

H 23 nM 

(S)-Me 
 

F H H 23 nM f 

(S)-Me 
 

Cl H H 24 nM 

(S)-Me 
 

Cl F H 25 nM 

H 
 

Cl 
 

H 32 nM 

(S)-Me 
 

Cl F H 36 nM Cl F H 36 nM

H

Molecules 2023, 28, x FOR PEER REVIEW 30 of 44 
 

 

H 
 

Cl H H 40 nM 

(S)-Me 
 

Cl H H 40 nM 

(S)-Me 
 

Cl H H 44 nM 

H 
 

CF3 H H 53 nM 

H 
 

Br H H 54 nM 

H 
 

Cl 
 

H 56 nM 

H 
 

Cl H H 65 nM 

H 
 

Cl  H 69 nM 

H 
 

Cl H H 72 nM 

H 
 

tBu H H 76 nM 

H 
 

Cl 
 

H 77 nM 

  
Cl H H 100 nM 

H 
 

Cl H H 127 nM g 

H 
 

Cl OMe H 127 nM 

H 
 

Me H H 132 nM 

H 
 

F H H 138 nM 

H 
 

OMe H H 140 nM 

H 
 

Cl H H 147 nM 

rac-Me 
 

Cl H H 147 nM 

H 
 

Cl H H 160 nM 

H 
 

Cl H H 188 nM 

Cl H H 40 nM

(S)-Me

Molecules 2023, 28, x FOR PEER REVIEW 30 of 44 
 

 

H 
 

Cl H H 40 nM 

(S)-Me 
 

Cl H H 40 nM 

(S)-Me 
 

Cl H H 44 nM 

H 
 

CF3 H H 53 nM 

H 
 

Br H H 54 nM 

H 
 

Cl 
 

H 56 nM 

H 
 

Cl H H 65 nM 

H 
 

Cl  H 69 nM 

H 
 

Cl H H 72 nM 

H 
 

tBu H H 76 nM 

H 
 

Cl 
 

H 77 nM 

  
Cl H H 100 nM 

H 
 

Cl H H 127 nM g 

H 
 

Cl OMe H 127 nM 

H 
 

Me H H 132 nM 

H 
 

F H H 138 nM 

H 
 

OMe H H 140 nM 

H 
 

Cl H H 147 nM 

rac-Me 
 

Cl H H 147 nM 

H 
 

Cl H H 160 nM 

H 
 

Cl H H 188 nM 

Cl H H 40 nM

(S)-Me

Molecules 2023, 28, x FOR PEER REVIEW 30 of 44 
 

 

H 
 

Cl H H 40 nM 

(S)-Me 
 

Cl H H 40 nM 

(S)-Me 
 

Cl H H 44 nM 

H 
 

CF3 H H 53 nM 

H 
 

Br H H 54 nM 

H 
 

Cl 
 

H 56 nM 

H 
 

Cl H H 65 nM 

H 
 

Cl  H 69 nM 

H 
 

Cl H H 72 nM 

H 
 

tBu H H 76 nM 

H 
 

Cl 
 

H 77 nM 

  
Cl H H 100 nM 

H 
 

Cl H H 127 nM g 

H 
 

Cl OMe H 127 nM 

H 
 

Me H H 132 nM 

H 
 

F H H 138 nM 

H 
 

OMe H H 140 nM 

H 
 

Cl H H 147 nM 

rac-Me 
 

Cl H H 147 nM 

H 
 

Cl H H 160 nM 

H 
 

Cl H H 188 nM 

Cl H H 44 nM

H

Molecules 2023, 28, x FOR PEER REVIEW 30 of 44 
 

 

H 
 

Cl H H 40 nM 

(S)-Me 
 

Cl H H 40 nM 

(S)-Me 
 

Cl H H 44 nM 

H 
 

CF3 H H 53 nM 

H 
 

Br H H 54 nM 

H 
 

Cl 
 

H 56 nM 

H 
 

Cl H H 65 nM 

H 
 

Cl  H 69 nM 

H 
 

Cl H H 72 nM 

H 
 

tBu H H 76 nM 

H 
 

Cl 
 

H 77 nM 

  
Cl H H 100 nM 

H 
 

Cl H H 127 nM g 

H 
 

Cl OMe H 127 nM 

H 
 

Me H H 132 nM 

H 
 

F H H 138 nM 

H 
 

OMe H H 140 nM 

H 
 

Cl H H 147 nM 

rac-Me 
 

Cl H H 147 nM 

H 
 

Cl H H 160 nM 

H 
 

Cl H H 188 nM 

CF3 H H 53 nM

H

Molecules 2023, 28, x FOR PEER REVIEW 30 of 44 
 

 

H 
 

Cl H H 40 nM 

(S)-Me 
 

Cl H H 40 nM 

(S)-Me 
 

Cl H H 44 nM 

H 
 

CF3 H H 53 nM 

H 
 

Br H H 54 nM 

H 
 

Cl 
 

H 56 nM 

H 
 

Cl H H 65 nM 

H 
 

Cl  H 69 nM 

H 
 

Cl H H 72 nM 

H 
 

tBu H H 76 nM 

H 
 

Cl 
 

H 77 nM 

  
Cl H H 100 nM 

H 
 

Cl H H 127 nM g 

H 
 

Cl OMe H 127 nM 

H 
 

Me H H 132 nM 

H 
 

F H H 138 nM 

H 
 

OMe H H 140 nM 

H 
 

Cl H H 147 nM 

rac-Me 
 

Cl H H 147 nM 

H 
 

Cl H H 160 nM 

H 
 

Cl H H 188 nM 

Br H H 54 nM

H

Molecules 2023, 28, x FOR PEER REVIEW 30 of 44 
 

 

H 
 

Cl H H 40 nM 

(S)-Me 
 

Cl H H 40 nM 

(S)-Me 
 

Cl H H 44 nM 

H 
 

CF3 H H 53 nM 

H 
 

Br H H 54 nM 

H 
 

Cl 
 

H 56 nM 

H 
 

Cl H H 65 nM 

H 
 

Cl  H 69 nM 

H 
 

Cl H H 72 nM 

H 
 

tBu H H 76 nM 

H 
 

Cl 
 

H 77 nM 

  
Cl H H 100 nM 

H 
 

Cl H H 127 nM g 

H 
 

Cl OMe H 127 nM 

H 
 

Me H H 132 nM 

H 
 

F H H 138 nM 

H 
 

OMe H H 140 nM 

H 
 

Cl H H 147 nM 

rac-Me 
 

Cl H H 147 nM 

H 
 

Cl H H 160 nM 

H 
 

Cl H H 188 nM 

Cl

Molecules 2023, 28, x FOR PEER REVIEW 30 of 44 
 

 

H 
 

Cl H H 40 nM 

(S)-Me 
 

Cl H H 40 nM 

(S)-Me 
 

Cl H H 44 nM 

H 
 

CF3 H H 53 nM 

H 
 

Br H H 54 nM 

H 
 

Cl 
 

H 56 nM 

H 
 

Cl H H 65 nM 

H 
 

Cl  H 69 nM 

H 
 

Cl H H 72 nM 

H 
 

tBu H H 76 nM 

H 
 

Cl 
 

H 77 nM 

  
Cl H H 100 nM 

H 
 

Cl H H 127 nM g 

H 
 

Cl OMe H 127 nM 

H 
 

Me H H 132 nM 

H 
 

F H H 138 nM 

H 
 

OMe H H 140 nM 

H 
 

Cl H H 147 nM 

rac-Me 
 

Cl H H 147 nM 

H 
 

Cl H H 160 nM 

H 
 

Cl H H 188 nM 

H 56 nM

H

Molecules 2023, 28, x FOR PEER REVIEW 30 of 44 
 

 

H 
 

Cl H H 40 nM 

(S)-Me 
 

Cl H H 40 nM 

(S)-Me 
 

Cl H H 44 nM 

H 
 

CF3 H H 53 nM 

H 
 

Br H H 54 nM 

H 
 

Cl 
 

H 56 nM 

H 
 

Cl H H 65 nM 

H 
 

Cl  H 69 nM 

H 
 

Cl H H 72 nM 

H 
 

tBu H H 76 nM 

H 
 

Cl 
 

H 77 nM 

  
Cl H H 100 nM 

H 
 

Cl H H 127 nM g 

H 
 

Cl OMe H 127 nM 

H 
 

Me H H 132 nM 

H 
 

F H H 138 nM 

H 
 

OMe H H 140 nM 

H 
 

Cl H H 147 nM 

rac-Me 
 

Cl H H 147 nM 

H 
 

Cl H H 160 nM 

H 
 

Cl H H 188 nM 

Cl H H 65 nM



Molecules 2023, 28, 2890 32 of 46

Table 4. Cont.

Molecules 2023, 28, x FOR PEER REVIEW 28 of 44 
 

 

in this position, although this might, in some cases, negatively affect the metabolic stabil-
ity and/or brain penetration. The effects of substituents in the adjacent position 8 are less 
established, but the available data suggest that it should also be possible to introduce a 
radiolabel in this position without adverse effects on mIDH1 affinity (Table 4). Finally, as 
an alternative to radiolabeling of the quinolinone core, the RHS portion in FT-2102 or its 
analogs could potentially be replaced with 18F-labeled substituents containing suitably 
placed cyano and carbonyl groups to maintain the interactions with Leu120 and Ile128 ob-
served in the crystal structures (Figure 9B). 

 
Figure 9. Structure of quinolinone-based inhibitors and their interaction with IDH1R132H. (A) Struc-
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itors, with the radiolabels indicated in red [85]. 
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a IC50 values for biochemical assays with IDH1R132H homodimers, compiled from [83–85]; b 7; c 6; d 5; 
e FT-2102 (Olutasidenib); f 8; g 4. 

7.5. Tetrahydropyrazolopyridine-Based mIDH1-Inhibitors 
A further class of potent mIDH1-selective inhibitors comprises the tetrahydropyra-

zolopyridine-based preclinical compounds GSK864 and GSK321 developed by 
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7.5. Tetrahydropyrazolopyridine-Based mIDH1-Inhibitors

A further class of potent mIDH1-selective inhibitors comprises the tetrahydrop-
yrazolopyridine-based preclinical compounds GSK864 and GSK321 developed by Glaxo-
SmithKline (Figure 10A). Both compounds have been shown to inhibit 2-HG production
by different mIDH1 enzymes (R132H, R132C and R132G) in biochemical assays with
low nanomolar IC50 values and moderate to high selectivity over the wildtype enzyme
(Table 1) [60,86]. Based on the crystal structure of GSK321 bound to IDH1R132H, these in-
hibitors also occupy the allosteric pocket near the active site, where they form hydrogen
bonds with Leu120 and Ile128 as well as with Val281 and Gly284 in the regulatory segment
(Figure 10B). Despite not binding to the same site as the substrate or co-factor, inhibition is
competitive with respect to α-KG [60,86] and Mg2+ [64], which may be related to occlusion
of the allosteric pocket by the regulatory segment in the active conformation, as described
above for IDH305. Moreover, while GSK864 has been shown to effectively reduce 2-HG
production by IDH1R132H and IDH1R132C in an AML xenograft model, the efficiency against
2-HG production in solid tumors as well as in vivo brain exposure of this compound have
not been studied. However, the results of in vitro assays with artificial membranes and
Caco-2 cells point to a relatively low passive permeability of this compound. This could
explain why the IC50 values for suppression of different IDH1 mutations in cells were typi-
cally much higher than those observed in biochemical assays (Table 1) and suggests that
tumor accumulation and/or BBB-penetration may be low as well. As such, even though
both members of this class contain an aromatic fluorine atom and could be radiofluori-
nated without structural modification, tetrahydropyrazolopyridine-based inhibitors may
represent suboptimal candidates for the development of PET tracers for glioma imaging.
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Figure 10. (A) Structure of tetrahydropyrazolopyridine-based inhibitors and their interaction with
IDH1R132H. Structure of preclinical mIDH1-selective inhibitors with a tetrahydropyrazolopyridine
backbone (indicated in blue) [86]. (B) Scheme illustrating inhibitor-protein interactions in the crystal
structure of GSK321 in complex with IDH1R132H (PDB: 5DE1). Amino acid residues that directly
interact with the inhibitor are shown in orange circles, with dotted lines indicating the formation
of hydrogen bonds. In addition, key hydrophobic interactions of the inhibitor with the protein are
indicated in turquoise.

7.6. Butyl-Phenyl Sulfonamide-Based mIDH1-Inhibitors

Butyl-phenyl sulfonamides were one of the first classes of mIDH-selective inhibitors
described in the patent literature [104]. Among others, the lead compound 9 (Figure 11A)
and several iodinated or fluorinated analogs were prepared and evaluated for their in-
hibitory potency against IDH1R132H in biochemical assays [69]. Whereas the results showed
that substitution of the o-MeO group in the lead structure with an iodo or fluoroethoxy
group (compounds 10 and 11 in Figure 11A) did not negatively affect inhibition, the IC50
values for the parent compound as well as all tested analogs exceeded 1 µM, and effects
on the wildtype enzyme were not examined [69]. In addition, although incubation with
the ortho-iodinated or -fluoroethoxylated derivatives effectively reduced 2-HG production
in a patient-derived astrocytoma cell line harboring a native IDH1R132H mutation by ap-
proximately 40–50%, no significant difference in cellular uptake compared to the respective
IDH1WT cell line was observed for the 125I- or 18F-labeled compounds (Figure 11B) [69]. Fur-
thermore, cellular uptake into both cell lines was significantly increased by co-incubation
with increasing concentrations of the respective non-radioactive reference compounds or by
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decreasing the concentration of serum in the incubation medium, indicating a high degree
of non-specific binding and/or lack of selectivity for mutant over wildtype enzymes [69].
Finally, while biodistribution studies with the 125I-labeled candidate showed some favor-
able tissue distribution characteristics (e.g., rapid clearance from blood and no evidence for
in vivo dehalogenation), brain uptake of the radioligand was very low, suggesting a lack of
BBB-penetration by this class of inhibitors [69]. Taken together, these findings suggest that
butyl-phenyl sulfonamide analogs are unlikely to be suitable as agents for glioma imaging.
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blue) [69,104]. (B) Radiolabeled butyl-phenyl sulfonamide-based inhibitors with the radiolabels
indicated in red [69].

7.7. Aminotriazine-Based mIDH2- and mIDH1/2-Inhibitors

In contrast to the compounds described above, aminotriazine-based inhibitors de-
veloped by Agios Pharmaceuticals selectively inhibit mIDH2 (AG-221/Enasidenib and
preclinical analogs such as IDH2-C100) or act as pan-inhibitors against mIDH1 and mIDH2
(AG-881/Vorasidenib and preclinical analogs such as AGI-12026 or AGI-15056) (Table 1).
AG-221 (Enasidenib) (Figure 12A) was developed by optimizing an early lead structure
identified in high-throughput screens for inhibitors of the IDH2R140Q mutation and was
the first mIDH2-selective inhibitor to receive FDA approval for the treatment of AML [46].
Given the selectivity for IDH2 mutations that are only found in hematologic malignancies
or peripheral tumors as well as a low degree of brain penetration, AG-221 and preclinical
mIDH2-selective inhibitors such as IDH2-C100 (Figure 12A) are of less interest for the
development of PET probes for glioma imaging. However, several compounds evaluated
during lead optimization also showed activity against IDH1 mutations. Further structural
modification to increase brain penetration and mIDH1 affinity ultimately led to AG-881
(Figure 12A), which is an inhibitor of most mIDH1 and mIDH2 enzymes that have been
detected in gliomas (Table 1). The compound has also been shown to penetrate the BBB in
several preclinical species and to suppress 2-HG production in an orthotopic glioma mouse
model, demonstrating effective target engagement in the brain [87]. As a result, AG-881 is
currently being evaluated by clinical trials in glioma patients, with initial results suggesting
that it is well tolerated, effectively suppresses tumoral 2-HG production in the brain and
may have antitumor activity in certain patient populations [105,106]. Consistent with the
activity against mIDH1 and mIDH2, crystal structures of AG-881 bound to IDH1R132H or
IDH2R140Q homodimers show that this compound does not bind to the same induced-fit
pocket as mIDH1-selective inhibitors but rather to a nearby allosteric pocket that is located
at the dimer interface. At this pocket, the aminotriazine core forms two hydrogen bonds
with Gln277 (IDH1R132H) or Gln316 (IDH2R140Q) from both monomers. In addition, each
of the two aliphatic CF3 groups forms a halogen bond with Val255 (IDH1R132H) or Val294
(IDH2R140Q) from one monomer. One of the CF3 groups forms an additional halogen bond
with Gln277 (IDH1R132H) or Gln316 (IDH2R140Q) from one monomer, and the chloropyridine
moiety forms a halogen bond with Asp273 (IDH1R132H) or Asp312 (IDH2R140Q) from the
same monomer (Figure 12B). Inhibition is thought to result from conformational changes
that induce steric hindrance within the substrate binding site and lock the enzymes in
an inactive conformation [107]. While the mode of binding of AG-881 with respect to
α-KG has not been reported, data on AG-221 (which binds to the same allosteric pocket in
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mIDH2) and a radiolabeled analog (see below) indicate that aminotriazine-based inhibitors
bind non-competitively with respect to the substrate [61,88]. Interestingly, two alterna-
tive (symmetric) conformations of AG-881 could be modeled in the co-crystal structure
with IDH2R140Q but not IDH1R132H, suggesting subtle differences in the pockets. These
differences may account for the remarkably different inhibition kinetics of mIDH1 and
mIDH2 observed in functional studies. Thus, while the inhibition of mIDH1 by AG-881
in biochemical assays shows rapid-equilibrium characteristics (IC50 = 6 or 8 nM after 1 h
or 16 h preincubation for IDH1R132H), inhibition of mIDH2 is markedly time-dependent
(IC50 = 118 or 12 nM after 1 h or 16 h preincubation for IDH2R140Q) [87]. Inhibition of the
respective wildtype enzymes by AG-881 is also time-dependent, with IC50 values ranging
from 190 nM (1 h preincubation) to 4 nM (16 h preincubation) for IDH1 and 374 nM (1 h
preincubation) to 31 nM (16 h preincubation) for IDH2 [87]. An important implication of
these findings is that the selectivity of AG-881 for mutated over wildtype IDH1 enzymes
may also be time-dependent. Thus, based on the above data from biochemical assays, the
selectivity for suppression of 2-HG production by IDH1R132H over IDH1WT homodimers
would amount to approximately 32-fold after 1 h but decrease to 0.5-fold after 16 h. The
situation is further complicated by the fact that IDH mutations in gliomas are almost
always heterozygous, which means that tumor cells are likely to contain both mutant
homodimers and mutant/wildtype heterodimers, the exact ratio of which has not been
established [4,108]. As expected, based on the fact that both counterparts of a dimer are in-
volved in the binding of AG-881, its effects on 2-HG production by homo- and heterodimers
have been shown to differ, with IDH1R132H/WT heterodimers demonstrating lower IC50
values than IDH1R132H homodimers whereas IDH2R140Q/WT heterodimers display higher
IC50 values than IDH2R140Q homodimers (Table 1).
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Figure 12. Structure of aminotriazine-based inhibitors and their interaction with IDH1R132H and
IDH2R140Q. (A) Structure of preclinical and clinical mIDH1/2-selective inhibitors with an aminotri-
azine backbone (indicated in blue) [87,88]. (B) Scheme illustrating inhibitor-protein interactions in
the crystal structures of AG-881 in complex with IDH1R132H (left, PDB: 6VEI) or IDH2R140Q (right,
PDB: 6VFZ) homodimers. Amino acid residues that directly interact with the inhibitors are shown
in orange circles, with dotted circles indicating residues belonging to the second monomer and
dotted lines indicating the formation of hydrogen (orange) or halogen (green) bonds, respectively. In
addition, key hydrophobic interactions of the inhibitors with the protein are indicated in turquoise.
(C) Structure of the only radiolabeled analog of the inhibitors shown in A that has been described,
with the radiolabel indicated in red [61].
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Taken together, these factors make it difficult to extrapolate biochemical and cellular
efficiency to the in vivo situation, especially given that most cellular studies have been
performed in engineered cell lines overexpressing the mutant enzyme. With respect to the
development of PET tracers, they also indicate that the advantage of AG-881 to target both
mIDH1 and mIDH2 could at least in part be offset by a relatively low mutant selectivity
(~2–3-fold for mIDH2 and≤32-fold for mIDH1 depending on the time after administration)
and complex binding kinetics. However, while the frequency of mIDH2 in gliomas is low,
recent studies suggest that isoform switching from mIDH1 to mIDH2 (and vice versa) may
be an important mechanism of acquired resistance to mIDH inhibition [109,110]. Increased
use of therapeutic strategies targeting mIDH1 may therefore also increase the proportion of
glioma patients harboring IDH2 mutations, underscoring the need for the development of
brain-penetrating PET tracers that can reliably detect mutations in both isoforms. As such,
aminotriazine-based inhibitors remain a promising chemical class for tracer development,
especially given that their SAR has been studied in some detail and that several highly
potent, fluorine-containing analogs apart from AG-881 have been described (Table 5) [87,88].
[18F] 13, as the first radiofluorinated mIDH inhibitor of this class (Figure 12C), was derived
from the preclinical compound 12 (Figure 12A) by replacing one of the difluorocyclobutyl
substituents by an 18F-labeled monofluorocyclobutyl moiety [61]. Competitive inhibition
assays with the resulting radioligand in an IDH1R132H-transfected glioma cell line yielded
an IC50 value of 54 nM for the displacement of the corresponding non-labeled compound,
which is somewhat lower than the cellular IC50 value of 1 nM for suppression of 2-HG
production by the parent compound [61]. In good agreement with this result, saturation
binding assays in a patient-derived glioma cell line carrying a native IDH1R132H mutation
yielded a Kd value of 40 nM. Cellular uptake of the radioligand into the IDH1R132H-
transfected glioma cell line was non-competitive with respect to a cell-permeable α-KG
analog but almost completely blocked by co-incubation with the non-labeled reference
compound or AG-221, suggesting that non-specific uptake is low [61]. Interestingly, co-
incubation with AGI-5198 or GSK864 blocked cellular uptake as well [61], suggesting that
radiolabeled aminotriazines could potentially be used for target engagement studies with
mIDH1-selective inhibitors. More importantly, while uptake into the IDH1R132H-transfected
glioma cell line was 7.8-fold higher than uptake into the corresponding non-transfected cell
line, uptake into the patient-derived derived IDH1R132H cell line was only about two-fold
higher than uptake into the corresponding IDH1R132H knockout cell line [61]. In addition,
blocking with unlabeled compounds significantly reduced uptake into both the patient-
derived R132H mutant and knockout cell lines [61]. Considering that the mutant enzyme
was likely overexpressed in the transfected cell line (as indicated by much higher absolute
uptake values compared to the patient-derived cell line), the smaller difference observed
for the patient-derived cell line could point to appreciable binding of the radioligand to
the wildtype enzyme. The latter would be consistent with the relatively low selectivity
of AG-881 and analogs described above. Ex vivo biodistribution studies and in vivo PET
imaging in a subcutaneous tumor xenograft model with the IDH1R132H-transfected glioma
cell line showed good tumor uptake of the radioligand, with a tumor-to-brain ratio of
6.6 after 1 h, which was significantly reduced to 2.8 after pre-treatment with the non-
labeled compound [61]. However, there was also significant uptake of radioactivity into
bone that increased over time, suggesting extensive defluorination of the radioligand
in vivo. Furthermore, the interpretation of the results is complicated by the fact that a
subcutaneous (rather than an intracerebral) tumor model with the transfected (rather than
the patient-derived) cell line was used for the ex vivo and in vivo studies. As such, the high
tumor-to-brain ratios could at least in part reflect overexpression of IDH1R132H in the tumor
cells and/or limited brain uptake of the radioligand. Accordingly, similar tumor-to-brain
ratios might not be achieved at clinically relevant enzyme concentrations in brain tumors
harboring a native mutation. Nevertheless, the overall results of this first study with an
aminotriazine-based radioligand encourage further exploration of this class with the aim of
identifying tracers with improved metabolic stability and preferably selectivity for future
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studies. Starting points for the development of triazine-based tracers for glioma imaging
could be AG-881 or one of the other fluorine-containing analogs, some of which have
been shown to exhibit comparable (e.g., AGI-15056) or significantly better (e.g., AGI-12026)
brain penetration (Table 1) [87]. In principle, radiofluorination of all these compounds
could be achieved without structural modification by introducing fluorine-18 into one
of the CF3 groups using known radiolabeling protocols (for a recent review, see [111]).
In addition, the substitution of the aliphatic CF3 side-chains in AG-881 by various alkyl,
cycloalkyl or aryl substituents has been shown to be possible with good retention of
inhibitory potency (Table 5) [87]. Accordingly, radiolabeling without negative influence
on the pharmacological properties could most likely also be achieved by replacing one of
the side-chains with an 18F-labeled alkyl, aryl or heteroaryl scaffold. Such radioligands
could usually be prepared in much higher molar activities than compounds containing
an 18F-labeled CF3 group [111]. Alternatively, the 2-chloro-6-pyridyl or 2-CF3-6-pyridyl
subunit in AG-881 or its analogs could be replaced with an 18F-labeled 2-fluoro-6-pyridyl
subunit, although this could potentially reduce binding by disrupting the interaction with
Asp237/Asp312 (Figure 12B). In the latter case, fluorine-18 could instead be introduced at
another position of the pyridine ring (e.g., via 18F-fluorination of the appropriate iodonium
salts, see [112,113]) while retaining the Cl or CF3 substituent at position 2 to maintain the
formation of a halogen bond with Asp237/Asp312.

Table 5. Aminotriazine-based mIDH1/2-inhibitors listed by decreasing potency.
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ing without negative influence on the pharmacological properties could most likely also 
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scaffold. Such radioligands could usually be prepared in much higher molar activities 
than compounds containing an 18F-labeled CF3 group [111]. Alternatively, the 2-chloro-6-
pyridyl or 2-CF3-6-pyridyl subunit in AG-881 or its analogs could be replaced with an 18F-
labeled 2-fluoro-6-pyridyl subunit, although this could potentially reduce binding by dis-
rupting the interaction with Asp237/Asp312 (Figure 12B). In the latter case, fluorine-18 could 
instead be introduced at another position of the pyridine ring (e.g., via 18F-fluorination of 
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scaffold. Such radioligands could usually be prepared in much higher molar activities 
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pyridyl or 2-CF3-6-pyridyl subunit in AG-881 or its analogs could be replaced with an 18F-
labeled 2-fluoro-6-pyridyl subunit, although this could potentially reduce binding by dis-
rupting the interaction with Asp237/Asp312 (Figure 12B). In the latter case, fluorine-18 could 
instead be introduced at another position of the pyridine ring (e.g., via 18F-fluorination of 
the appropriate iodonium salts, see [112,113]) while retaining the Cl or CF3 substituent at 
position 2 to maintain the formation of a halogen bond with Asp237/Asp312. 
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ingly, similar tumor-to-brain ratios might not be achieved at clinically relevant enzyme 
concentrations in brain tumors harboring a native mutation. Nevertheless, the overall re-
sults of this first study with an aminotriazine-based radioligand encourage further explo-
ration of this class with the aim of identifying tracers with improved metabolic stability 
and preferably selectivity for future studies. Starting points for the development of tria-
zine-based tracers for glioma imaging could be AG-881 or one of the other fluorine-con-
taining analogs, some of which have been shown to exhibit comparable (e.g., AGI-15056) 
or significantly better (e.g., AGI-12026) brain penetration (Table 1) [87]. In principle, radi-
ofluorination of all these compounds could be achieved without structural modification 
by introducing fluorine-18 into one of the CF3 groups using known radiolabeling proto-
cols (for a recent review, see [111]). In addition, the substitution of the aliphatic CF3 side-
chains in AG-881 by various alkyl, cycloalkyl or aryl substituents has been shown to be 
possible with good retention of inhibitory potency (Table 5) [87]. Accordingly, radiolabel-
ing without negative influence on the pharmacological properties could most likely also 
be achieved by replacing one of the side-chains with an 18F-labeled alkyl, aryl or heteroaryl 
scaffold. Such radioligands could usually be prepared in much higher molar activities 
than compounds containing an 18F-labeled CF3 group [111]. Alternatively, the 2-chloro-6-
pyridyl or 2-CF3-6-pyridyl subunit in AG-881 or its analogs could be replaced with an 18F-
labeled 2-fluoro-6-pyridyl subunit, although this could potentially reduce binding by dis-
rupting the interaction with Asp237/Asp312 (Figure 12B). In the latter case, fluorine-18 could 
instead be introduced at another position of the pyridine ring (e.g., via 18F-fluorination of 
the appropriate iodonium salts, see [112,113]) while retaining the Cl or CF3 substituent at 
position 2 to maintain the formation of a halogen bond with Asp237/Asp312. 
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of IDH1R132H in the tumor cells and/or limited brain uptake of the radioligand. Accord-
ingly, similar tumor-to-brain ratios might not be achieved at clinically relevant enzyme 
concentrations in brain tumors harboring a native mutation. Nevertheless, the overall re-
sults of this first study with an aminotriazine-based radioligand encourage further explo-
ration of this class with the aim of identifying tracers with improved metabolic stability 
and preferably selectivity for future studies. Starting points for the development of tria-
zine-based tracers for glioma imaging could be AG-881 or one of the other fluorine-con-
taining analogs, some of which have been shown to exhibit comparable (e.g., AGI-15056) 
or significantly better (e.g., AGI-12026) brain penetration (Table 1) [87]. In principle, radi-
ofluorination of all these compounds could be achieved without structural modification 
by introducing fluorine-18 into one of the CF3 groups using known radiolabeling proto-
cols (for a recent review, see [111]). In addition, the substitution of the aliphatic CF3 side-
chains in AG-881 by various alkyl, cycloalkyl or aryl substituents has been shown to be 
possible with good retention of inhibitory potency (Table 5) [87]. Accordingly, radiolabel-
ing without negative influence on the pharmacological properties could most likely also 
be achieved by replacing one of the side-chains with an 18F-labeled alkyl, aryl or heteroaryl 
scaffold. Such radioligands could usually be prepared in much higher molar activities 
than compounds containing an 18F-labeled CF3 group [111]. Alternatively, the 2-chloro-6-
pyridyl or 2-CF3-6-pyridyl subunit in AG-881 or its analogs could be replaced with an 18F-
labeled 2-fluoro-6-pyridyl subunit, although this could potentially reduce binding by dis-
rupting the interaction with Asp237/Asp312 (Figure 12B). In the latter case, fluorine-18 could 
instead be introduced at another position of the pyridine ring (e.g., via 18F-fluorination of 
the appropriate iodonium salts, see [112,113]) while retaining the Cl or CF3 substituent at 
position 2 to maintain the formation of a halogen bond with Asp237/Asp312. 
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of IDH1R132H in the tumor cells and/or limited brain uptake of the radioligand. Accord-
ingly, similar tumor-to-brain ratios might not be achieved at clinically relevant enzyme 
concentrations in brain tumors harboring a native mutation. Nevertheless, the overall re-
sults of this first study with an aminotriazine-based radioligand encourage further explo-
ration of this class with the aim of identifying tracers with improved metabolic stability 
and preferably selectivity for future studies. Starting points for the development of tria-
zine-based tracers for glioma imaging could be AG-881 or one of the other fluorine-con-
taining analogs, some of which have been shown to exhibit comparable (e.g., AGI-15056) 
or significantly better (e.g., AGI-12026) brain penetration (Table 1) [87]. In principle, radi-
ofluorination of all these compounds could be achieved without structural modification 
by introducing fluorine-18 into one of the CF3 groups using known radiolabeling proto-
cols (for a recent review, see [111]). In addition, the substitution of the aliphatic CF3 side-
chains in AG-881 by various alkyl, cycloalkyl or aryl substituents has been shown to be 
possible with good retention of inhibitory potency (Table 5) [87]. Accordingly, radiolabel-
ing without negative influence on the pharmacological properties could most likely also 
be achieved by replacing one of the side-chains with an 18F-labeled alkyl, aryl or heteroaryl 
scaffold. Such radioligands could usually be prepared in much higher molar activities 
than compounds containing an 18F-labeled CF3 group [111]. Alternatively, the 2-chloro-6-
pyridyl or 2-CF3-6-pyridyl subunit in AG-881 or its analogs could be replaced with an 18F-
labeled 2-fluoro-6-pyridyl subunit, although this could potentially reduce binding by dis-
rupting the interaction with Asp237/Asp312 (Figure 12B). In the latter case, fluorine-18 could 
instead be introduced at another position of the pyridine ring (e.g., via 18F-fluorination of 
the appropriate iodonium salts, see [112,113]) while retaining the Cl or CF3 substituent at 
position 2 to maintain the formation of a halogen bond with Asp237/Asp312. 
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of IDH1R132H in the tumor cells and/or limited brain uptake of the radioligand. Accord-
ingly, similar tumor-to-brain ratios might not be achieved at clinically relevant enzyme 
concentrations in brain tumors harboring a native mutation. Nevertheless, the overall re-
sults of this first study with an aminotriazine-based radioligand encourage further explo-
ration of this class with the aim of identifying tracers with improved metabolic stability 
and preferably selectivity for future studies. Starting points for the development of tria-
zine-based tracers for glioma imaging could be AG-881 or one of the other fluorine-con-
taining analogs, some of which have been shown to exhibit comparable (e.g., AGI-15056) 
or significantly better (e.g., AGI-12026) brain penetration (Table 1) [87]. In principle, radi-
ofluorination of all these compounds could be achieved without structural modification 
by introducing fluorine-18 into one of the CF3 groups using known radiolabeling proto-
cols (for a recent review, see [111]). In addition, the substitution of the aliphatic CF3 side-
chains in AG-881 by various alkyl, cycloalkyl or aryl substituents has been shown to be 
possible with good retention of inhibitory potency (Table 5) [87]. Accordingly, radiolabel-
ing without negative influence on the pharmacological properties could most likely also 
be achieved by replacing one of the side-chains with an 18F-labeled alkyl, aryl or heteroaryl 
scaffold. Such radioligands could usually be prepared in much higher molar activities 
than compounds containing an 18F-labeled CF3 group [111]. Alternatively, the 2-chloro-6-
pyridyl or 2-CF3-6-pyridyl subunit in AG-881 or its analogs could be replaced with an 18F-
labeled 2-fluoro-6-pyridyl subunit, although this could potentially reduce binding by dis-
rupting the interaction with Asp237/Asp312 (Figure 12B). In the latter case, fluorine-18 could 
instead be introduced at another position of the pyridine ring (e.g., via 18F-fluorination of 
the appropriate iodonium salts, see [112,113]) while retaining the Cl or CF3 substituent at 
position 2 to maintain the formation of a halogen bond with Asp237/Asp312. 
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of IDH1R132H in the tumor cells and/or limited brain uptake of the radioligand. Accord-
ingly, similar tumor-to-brain ratios might not be achieved at clinically relevant enzyme 
concentrations in brain tumors harboring a native mutation. Nevertheless, the overall re-
sults of this first study with an aminotriazine-based radioligand encourage further explo-
ration of this class with the aim of identifying tracers with improved metabolic stability 
and preferably selectivity for future studies. Starting points for the development of tria-
zine-based tracers for glioma imaging could be AG-881 or one of the other fluorine-con-
taining analogs, some of which have been shown to exhibit comparable (e.g., AGI-15056) 
or significantly better (e.g., AGI-12026) brain penetration (Table 1) [87]. In principle, radi-
ofluorination of all these compounds could be achieved without structural modification 
by introducing fluorine-18 into one of the CF3 groups using known radiolabeling proto-
cols (for a recent review, see [111]). In addition, the substitution of the aliphatic CF3 side-
chains in AG-881 by various alkyl, cycloalkyl or aryl substituents has been shown to be 
possible with good retention of inhibitory potency (Table 5) [87]. Accordingly, radiolabel-
ing without negative influence on the pharmacological properties could most likely also 
be achieved by replacing one of the side-chains with an 18F-labeled alkyl, aryl or heteroaryl 
scaffold. Such radioligands could usually be prepared in much higher molar activities 
than compounds containing an 18F-labeled CF3 group [111]. Alternatively, the 2-chloro-6-
pyridyl or 2-CF3-6-pyridyl subunit in AG-881 or its analogs could be replaced with an 18F-
labeled 2-fluoro-6-pyridyl subunit, although this could potentially reduce binding by dis-
rupting the interaction with Asp237/Asp312 (Figure 12B). In the latter case, fluorine-18 could 
instead be introduced at another position of the pyridine ring (e.g., via 18F-fluorination of 
the appropriate iodonium salts, see [112,113]) while retaining the Cl or CF3 substituent at 
position 2 to maintain the formation of a halogen bond with Asp237/Asp312. 
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of IDH1R132H in the tumor cells and/or limited brain uptake of the radioligand. Accord-
ingly, similar tumor-to-brain ratios might not be achieved at clinically relevant enzyme 
concentrations in brain tumors harboring a native mutation. Nevertheless, the overall re-
sults of this first study with an aminotriazine-based radioligand encourage further explo-
ration of this class with the aim of identifying tracers with improved metabolic stability 
and preferably selectivity for future studies. Starting points for the development of tria-
zine-based tracers for glioma imaging could be AG-881 or one of the other fluorine-con-
taining analogs, some of which have been shown to exhibit comparable (e.g., AGI-15056) 
or significantly better (e.g., AGI-12026) brain penetration (Table 1) [87]. In principle, radi-
ofluorination of all these compounds could be achieved without structural modification 
by introducing fluorine-18 into one of the CF3 groups using known radiolabeling proto-
cols (for a recent review, see [111]). In addition, the substitution of the aliphatic CF3 side-
chains in AG-881 by various alkyl, cycloalkyl or aryl substituents has been shown to be 
possible with good retention of inhibitory potency (Table 5) [87]. Accordingly, radiolabel-
ing without negative influence on the pharmacological properties could most likely also 
be achieved by replacing one of the side-chains with an 18F-labeled alkyl, aryl or heteroaryl 
scaffold. Such radioligands could usually be prepared in much higher molar activities 
than compounds containing an 18F-labeled CF3 group [111]. Alternatively, the 2-chloro-6-
pyridyl or 2-CF3-6-pyridyl subunit in AG-881 or its analogs could be replaced with an 18F-
labeled 2-fluoro-6-pyridyl subunit, although this could potentially reduce binding by dis-
rupting the interaction with Asp237/Asp312 (Figure 12B). In the latter case, fluorine-18 could 
instead be introduced at another position of the pyridine ring (e.g., via 18F-fluorination of 
the appropriate iodonium salts, see [112,113]) while retaining the Cl or CF3 substituent at 
position 2 to maintain the formation of a halogen bond with Asp237/Asp312. 

Table 5. Aminotriazine-based mIDH1/2-inhibitors listed by decreasing potency. 

 
R1 R2 R3 IC50 a 

 

  
0.6 nM b 

 

  

6 nM 

 
  

6 nM 

 

  
6 nM c 

 

  

6 nM 

 

  

7 nM 

 

  
9 nM 

Molecules 2023, 28, x FOR PEER REVIEW 36 of 44 
 

 

of IDH1R132H in the tumor cells and/or limited brain uptake of the radioligand. Accord-
ingly, similar tumor-to-brain ratios might not be achieved at clinically relevant enzyme 
concentrations in brain tumors harboring a native mutation. Nevertheless, the overall re-
sults of this first study with an aminotriazine-based radioligand encourage further explo-
ration of this class with the aim of identifying tracers with improved metabolic stability 
and preferably selectivity for future studies. Starting points for the development of tria-
zine-based tracers for glioma imaging could be AG-881 or one of the other fluorine-con-
taining analogs, some of which have been shown to exhibit comparable (e.g., AGI-15056) 
or significantly better (e.g., AGI-12026) brain penetration (Table 1) [87]. In principle, radi-
ofluorination of all these compounds could be achieved without structural modification 
by introducing fluorine-18 into one of the CF3 groups using known radiolabeling proto-
cols (for a recent review, see [111]). In addition, the substitution of the aliphatic CF3 side-
chains in AG-881 by various alkyl, cycloalkyl or aryl substituents has been shown to be 
possible with good retention of inhibitory potency (Table 5) [87]. Accordingly, radiolabel-
ing without negative influence on the pharmacological properties could most likely also 
be achieved by replacing one of the side-chains with an 18F-labeled alkyl, aryl or heteroaryl 
scaffold. Such radioligands could usually be prepared in much higher molar activities 
than compounds containing an 18F-labeled CF3 group [111]. Alternatively, the 2-chloro-6-
pyridyl or 2-CF3-6-pyridyl subunit in AG-881 or its analogs could be replaced with an 18F-
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of IDH1R132H in the tumor cells and/or limited brain uptake of the radioligand. Accord-
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labeled 2-fluoro-6-pyridyl subunit, although this could potentially reduce binding by dis-
rupting the interaction with Asp237/Asp312 (Figure 12B). In the latter case, fluorine-18 could 
instead be introduced at another position of the pyridine ring (e.g., via 18F-fluorination of 
the appropriate iodonium salts, see [112,113]) while retaining the Cl or CF3 substituent at 
position 2 to maintain the formation of a halogen bond with Asp237/Asp312. 
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8. Summary and Concluding Remarks

In summary, mIDH-selective PET tracers could be relevant for several preclinical and
clinical applications, which include non-invasive assessment of the IDH status and tumor
delineation in glioma patients, longitudinal studies on mIDH expression in preclinical and
clinical settings as well as in vivo target engagement and occupancy studies with mIDH-
targeted drugs. However, only a few mIDH-selective radioligands have been evaluated
so far, and most or all of them are unlikely to be suitable for glioma imaging, either
because of limited brain penetration or due to other factors such as low metabolic stability,
insufficient affinity and/or high non-specific binding. Further structural modification may
be a viable approach to overcome these problems in some cases (e.g., aminotriazine-based
radioligands), whereas in others (e.g., phenylglycine- or butylphenyl sulfonamide-based
radioligands), it seems unlikely that further optimization will lead to promising candidates
for glioma imaging. However, a number of additional mIDH inhibitors are available
as potential leads, and some of them may represent promising starting points for tracer
development. In particular, based on their ability to penetrate the BBB and other favorable
PK properties, the most suitable leads apart from aminotriazine-based inhibitors such as
AG-881 appear to be compounds based on a pyrimidinyl-oxazolidinone scaffold (such as
the clinical candidate IDH305 and its preclinical analogs), an aminobenzimidazole scaffold
(such as the clinical candidate BAY1436032), or a quinolinone scaffold (such as the clinical
candidate FT2102 and its preclinical analogs). While tracers derived from aminotriazine-
based inhibitors would have the advantage of being applicable for the detection of mIDH1
and mIDH2, their relatively low selectivity for mutant over wildtype enzymes is a potential
disadvantage that could negatively affect the tumor-to-background ratios. In addition,
recent studies indicate that the IDH1 wildtype enzyme may be overexpressed in over
60% of glioblastomas [114,115], suggesting that PET tracers with limited selectivity for
mutated isoforms could give false positive results when used to assess the IDH status in
these patients. For most other inhibitor classes with the potential for tracer development,
excellent selectivity for the mutant enzymes has been demonstrated in functional assays,
but it remains unclear to what extent these results correlate with the selectivity of binding
in vivo. Additional factors that are difficult to predict based on the available data and could
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hamper development of mIDH-selective PET tracers are high non-specific binding to brain
tissue and slow brain penetration or formation of (brain-penetrating) radiometabolites.
Therefore, although the general properties of certain mIDH1 inhibitors appear to be suitable
for tracer development and some of the preliminary results from studies with radiolabeled
analogs are encouraging, it remains to be firmly established whether the development of
mIDH-selective PET tracers from existing inhibitors is feasible.

Author Contributions: Conceptualization, F.N., B.D.Z. and B.N.; writing—original draft preparation,
F.N.; writing—review and editing, F.N., B.D.Z. and B.N.; visualization, F.N.; supervision, B.N. and
B.D.Z.; project administration, B.N. All authors have read and agreed to the published version of the
manuscript.

Funding: This work was supported by Deutsche Forschungsgemeinschaft (DFG), grant number NE
890/9-1.

Institutional Review Board Statement: Not applicable.

Informed Consent Statement: Not applicable.

Data Availability Statement: Not applicable.

Conflicts of Interest: The authors declare no conflict of interest.

References
1. Ostrom, Q.T.; Gittleman, H.; Truitt, G.; Boscia, A.; Kruchko, C.; Barnholtz-Sloan, J.S. CBTRUS Statistical Report: Primary Brain

and Other Central Nervous System Tumors Diagnosed in the United States in 2011–2015. Neuro. Oncol. 2018, 20, iv1–iv86.
[CrossRef] [PubMed]

2. Reitman, Z.J.; Yan, H. Isocitrate Dehydrogenase 1 and 2 Mutations in Cancer: Alterations at a Crossroads of Cellular Metabolism.
JNCI J. Natl. Cancer Inst. 2010, 102, 932–941. [CrossRef] [PubMed]

3. Horbinski, C. What Do We Know about IDH1/2 Mutations so Far, and How Do We Use It? Acta Neuropathol. 2013, 125, 621–636.
[CrossRef]

4. Han, S.; Liu, Y.; Cai, S.J.; Qian, M.; Ding, J.; Larion, M.; Gilbert, M.R.; Yang, C. IDH Mutation in Glioma: Molecular Mechanisms
and Potential Therapeutic Targets. Br. J. Cancer 2020, 122, 1580–1589. [CrossRef]

5. Dang, L.; White, D.W.; Gross, S.; Bennett, B.D.; Bittinger, M.A.; Driggers, E.M.; Fantin, V.R.; Jang, H.G.; Jin, S.; Keenan, M.C.; et al.
Cancer-Associated IDH1 Mutations Produce 2-Hydroxyglutarate. Nature 2009, 462, 739–744. [CrossRef]

6. Cohen, A.L.; Holmen, S.L.; Colman, H. IDH1 and IDH2 Mutations in Gliomas. Curr. Neurol. Neurosci. Rep. 2013, 13, 345.
[CrossRef]

7. Jin, G.; Reitman, Z.J.; Spasojevic, I.; Batinic-Haberle, I.; Yang, J.; Schmidt-Kittler, O.; Bigner, D.D.; Yan, H. 2-Hydroxyglutarate
Production, but Not Dominant Negative Function, Is Conferred by Glioma-Derived NADP+-Dependent Isocitrate Dehydrogenase
Mutations. PLoS ONE 2011, 6, e16812. [CrossRef]

8. Xu, W.; Yang, H.; Liu, Y.; Yang, Y.; Wang, P.; Kim, S.-H.; Ito, S.; Yang, C.; Wang, P.; Xiao, M.-T.; et al. Oncometabolite 2-
Hydroxyglutarate Is a Competitive Inhibitor of α-Ketoglutarate-Dependent Dioxygenases. Cancer Cell 2011, 19, 17–30. [CrossRef]
[PubMed]

9. Yan, H.; Parsons, D.W.; Jin, G.; McLendon, R.; Rasheed, B.A.; Yuan, W.; Kos, I.; Batinic-Haberle, I.; Jones, S.; Riggins, G.J.; et al.
IDH1 and IDH2 Mutations in Gliomas. N. Engl. J. Med. 2009, 360, 765–773. [CrossRef]

10. Labussiere, M.; Idbaih, A.; Wang, X.-W.; Marie, Y.; Boisselier, B.; Falet, C.; Paris, S.; Laffaire, J.; Carpentier, C.; Criniere, E.; et al. All
the 1p19q Codeleted Gliomas Are Mutated on IDH1 or IDH2. Neurology 2010, 74, 1886–1890. [CrossRef] [PubMed]

11. Watanabe, T.; Nobusawa, S.; Kleihues, P.; Ohgaki, H. IDH1 Mutations Are Early Events in the Development of Astrocytomas and
Oligodendrogliomas. Am. J. Pathol. 2009, 174, 1149–1153. [CrossRef] [PubMed]

12. Yan, H.; Bigner, D.D.; Velculescu, V.; Parsons, D.W. Mutant Metabolic Enzymes Are at the Origin of Gliomas. Cancer Res. 2009, 69,
9157–9159. [CrossRef] [PubMed]

13. Johannessen, T.-C.A.; Mukherjee, J.; Viswanath, P.; Ohba, S.; Ronen, S.M.; Bjerkvig, R.; Pieper, R.O. Rapid Conversion of Mutant
IDH1 from Driver to Passenger in a Model of Human Gliomagenesis. Mol. Cancer Res. 2016, 14, 976–983. [CrossRef] [PubMed]

14. Kayabolen, A.; Yilmaz, E.; Bagci-Onder, T. IDH Mutations in Glioma: Double-Edged Sword in Clinical Applications? Biomedicines
2021, 9, 799. [CrossRef] [PubMed]

15. Ma, T.; Zou, F.; Pusch, S.; Xu, Y.; von Deimling, A.; Zha, X. Inhibitors of Mutant Isocitrate Dehydrogenases 1 and 2 (MIDH1/2):
An Update and Perspective. J. Med. Chem. 2018, 61, 8981–9003. [CrossRef]

16. Ohgaki, H.; Kleihues, P. The Definition of Primary and Secondary Glioblastoma. Clin. Cancer Res. 2013, 19, 764–772. [CrossRef]
[PubMed]

http://doi.org/10.1093/neuonc/noy131
http://www.ncbi.nlm.nih.gov/pubmed/30445539
http://doi.org/10.1093/jnci/djq187
http://www.ncbi.nlm.nih.gov/pubmed/20513808
http://doi.org/10.1007/s00401-013-1106-9
http://doi.org/10.1038/s41416-020-0814-x
http://doi.org/10.1038/nature08617
http://doi.org/10.1007/s11910-013-0345-4
http://doi.org/10.1371/journal.pone.0016812
http://doi.org/10.1016/j.ccr.2010.12.014
http://www.ncbi.nlm.nih.gov/pubmed/21251613
http://doi.org/10.1056/NEJMoa0808710
http://doi.org/10.1212/WNL.0b013e3181e1cf3a
http://www.ncbi.nlm.nih.gov/pubmed/20427748
http://doi.org/10.2353/ajpath.2009.080958
http://www.ncbi.nlm.nih.gov/pubmed/19246647
http://doi.org/10.1158/0008-5472.CAN-09-2650
http://www.ncbi.nlm.nih.gov/pubmed/19996293
http://doi.org/10.1158/1541-7786.MCR-16-0141
http://www.ncbi.nlm.nih.gov/pubmed/27430238
http://doi.org/10.3390/biomedicines9070799
http://www.ncbi.nlm.nih.gov/pubmed/34356864
http://doi.org/10.1021/acs.jmedchem.8b00159
http://doi.org/10.1158/1078-0432.CCR-12-3002
http://www.ncbi.nlm.nih.gov/pubmed/23209033


Molecules 2023, 28, 2890 42 of 46

17. Brat, D.J.; Aldape, K.; Colman, H.; Figrarella-Branger, D.; Fuller, G.N.; Giannini, C.; Holland, E.C.; Jenkins, R.B.; Kleinschmidt-
DeMasters, B.; Komori, T.; et al. CIMPACT-NOW Update 5: Recommended Grading Criteria and Terminologies for IDH-Mutant
Astrocytomas. Acta Neuropathol. 2020, 139, 603–608. [CrossRef] [PubMed]

18. Weller, M.; van den Bent, M.; Preusser, M.; Le Rhun, E.; Tonn, J.C.; Minniti, G.; Bendszus, M.; Balana, C.; Chinot, O.; Dirven,
L.; et al. EANO Guidelines on the Diagnosis and Treatment of Diffuse Gliomas of Adulthood. Nat. Rev. Clin. Oncol. 2021, 18,
170–186. [CrossRef]

19. Balss, J.; Meyer, J.; Mueller, W.; Korshunov, A.; Hartmann, C.; von Deimling, A. Analysis of the IDH1 Codon 132 Mutation in
Brain Tumors. Acta Neuropathol. 2008, 116, 597–602. [CrossRef]

20. Parsons, D.W.; Jones, S.; Zhang, X.; Lin, J.C.-H.; Leary, R.J.; Angenendt, P.; Mankoo, P.; Carter, H.; Siu, I.-M.; Gallia, G.L.; et al. An
Integrated Genomic Analysis of Human Glioblastoma Multiforme. Science 2008, 321, 1807–1812. [CrossRef]

21. The Cancer Genome Atlas Research Network Comprehensive, Integrative Genomic Analysis of Diffuse Lower-Grade Gliomas. N.
Engl. J. Med. 2015, 372, 2481–2498. [CrossRef] [PubMed]

22. Sanson, M.; Marie, Y.; Paris, S.; Idbaih, A.; Laffaire, J.; Ducray, F.; El Hallani, S.; Boisselier, B.; Mokhtari, K.; Hoang-Xuan, K.; et al.
Isocitrate Dehydrogenase 1 Codon 132 Mutation Is an Important Prognostic Biomarker in Gliomas. J. Clin. Oncol. 2009, 27, 4150–4154.
[CrossRef] [PubMed]

23. Louis, D.N.; Perry, A.; Reifenberger, G.; von Deimling, A.; Figarella-Branger, D.; Cavenee, W.K.; Ohgaki, H.; Wiestler, O.D.;
Kleihues, P.; Ellison, D.W. The 2016 World Health Organization Classification of Tumors of the Central Nervous System: A
Summary. Acta Neuropathol. 2016, 131, 803–820. [CrossRef] [PubMed]

24. Osborn, A.G.; Louis, D.N.; Poussaint, T.Y.; Linscott, L.L.; Salzman, K.L. The 2021 World Health Organization Classification of
Tumors of the Central Nervous System: What Neuroradiologists Need to Know. Am. J. Neuroradiol. 2022, 43, 928–937. [CrossRef]

25. Berger, T.R.; Wen, P.Y.; Lang-Orsini, M.; Chukwueke, U.N. World Health Organization 2021 Classification of Central Nervous
System Tumors and Implications for Therapy for Adult-Type Gliomas. JAMA Oncol. 2022, 8, 1493. [CrossRef]

26. Whitfield, B.T.; Huse, J.T. Classification of Adult-type Diffuse Gliomas: Impact of the World Health Organization 2021 Update.
Brain Pathol. 2022, 32, e13062. [CrossRef]

27. Choi, C.; Ganji, S.K.; DeBerardinis, R.J.; Hatanpaa, K.J.; Rakheja, D.; Kovacs, Z.; Yang, X.-L.; Mashimo, T.; Raisanen, J.M.;
Marin-Valencia, I.; et al. 2-Hydroxyglutarate Detection by Magnetic Resonance Spectroscopy in IDH-Mutated Patients with
Gliomas. Nat. Med. 2012, 18, 624–629. [CrossRef]

28. Suh, C.H.; Kim, H.S.; Jung, S.C.; Choi, C.G.; Kim, S.J. 2-Hydroxyglutarate MR Spectroscopy for Prediction of Isocitrate Dehydro-
genase Mutant Glioma: A Systemic Review and Meta-Analysis Using Individual Patient Data. Neuro. Oncol. 2018, 20, 1573–1583.
[CrossRef]

29. Suh, C.H.; Kim, H.S.; Paik, W.; Choi, C.; Ryu, K.H.; Kim, D.; Woo, D.-C.; Park, J.E.; Jung, S.C.; Choi, C.G.; et al. False-Positive
Measurement at 2-Hydroxyglutarate MR Spectroscopy in Isocitrate Dehydrogenase Wild-Type Glioblastoma: A Multifactorial
Analysis. Radiology 2019, 291, 752–762. [CrossRef]

30. Biller, A.; Badde, S.; Nagel, A.; Neumann, J.-O.; Wick, W.; Hertenstein, A.; Bendszus, M.; Sahm, F.; Benkhedah, N.; Kleesiek, J.
Improved Brain Tumor Classification by Sodium MR Imaging: Prediction of IDH Mutation Status and Tumor Progression. Am. J.
Neuroradiol. 2016, 37, 66–73. [CrossRef]

31. Shymanskaya, A.; Worthoff, W.A.; Stoffels, G.; Lindemeyer, J.; Neumaier, B.; Lohmann, P.; Galldiks, N.; Langen, K.-J.; Shah, N.J.
Comparison of [18F]Fluoroethyltyrosine PET and Sodium MRI in Cerebral Gliomas: A Pilot Study. Mol. Imaging Biol. 2020, 22,
198–207. [CrossRef] [PubMed]

32. Lohmann, P.; Lerche, C.; Bauer, E.K.; Steger, J.; Stoffels, G.; Blau, T.; Dunkl, V.; Kocher, M.; Viswanathan, S.; Filss, C.P.; et al.
Predicting IDH Genotype in Gliomas Using FET PET Radiomics. Sci. Rep. 2018, 8, 13328. [CrossRef] [PubMed]

33. Unterrainer, M.; Winkelmann, I.; Suchorska, B.; Giese, A.; Wenter, V.; Kreth, F.W.; Herms, J.; Bartenstein, P.; Tonn, J.C.; Albert, N.L.
Biological Tumour Volumes of Gliomas in Early and Standard 20–40 Min 18F-FET PET Images Differ According to IDH Mutation
Status. Eur. J. Nucl. Med. Mol. Imaging 2018, 45, 1242–1249. [CrossRef] [PubMed]

34. Verger, A.; Stoffels, G.; Bauer, E.K.; Lohmann, P.; Blau, T.; Fink, G.R.; Neumaier, B.; Shah, N.J.; Langen, K.-J.; Galldiks, N. Static
and Dynamic 18F–FET PET for the Characterization of Gliomas Defined by IDH and 1p/19q Status. Eur. J. Nucl. Med. Mol.
Imaging 2018, 45, 443–451. [CrossRef] [PubMed]

35. Vettermann, F.; Suchorska, B.; Unterrainer, M.; Nelwan, D.; Forbrig, R.; Ruf, V.; Wenter, V.; Kreth, F.-W.; Herms, J.; Bartenstein,
P.; et al. Non-Invasive Prediction of IDH-Wildtype Genotype in Gliomas Using Dynamic 18F-FET PET. Eur. J. Nucl. Med. Mol.
Imaging 2019, 46, 2581–2589. [CrossRef]

36. Kong, Z.; Zhang, Y.; Liu, D.; Liu, P.; Shi, Y.; Wang, Y.; Zhao, D.; Cheng, X.; Wang, Y.; Ma, W. Role of Traditional CHO PET
Parameters in Distinguishing IDH, TERT and MGMT Alterations in Primary Diffuse Gliomas. Ann. Nucl. Med. 2021, 35, 493–503.
[CrossRef]

37. Clément, A.; Zaragori, T.; Filosa, R.; Ovdiichuk, O.; Beaumont, M.; Collet, C.; Roeder, E.; Martin, B.; Maskali, F.; Barberi-Heyob,
M.; et al. Multi-Tracer and Multiparametric PET Imaging to Detect the IDH Mutation in Glioma: A Preclinical Translational in
Vitro, in Vivo, and Ex Vivo Study. Cancer Imaging 2022, 22, 16. [CrossRef]

38. Ametamey, S.M.; Honer, M.; Schubiger, P.A. Molecular Imaging with PET. Chem. Rev. 2008, 108, 1501–1516. [CrossRef]
39. Kostelnik, T.I.; Orvig, C. Radioactive Main Group and Rare Earth Metals for Imaging and Therapy. Chem. Rev. 2019, 119, 902–956.

[CrossRef]

http://doi.org/10.1007/s00401-020-02127-9
http://www.ncbi.nlm.nih.gov/pubmed/31996992
http://doi.org/10.1038/s41571-020-00447-z
http://doi.org/10.1007/s00401-008-0455-2
http://doi.org/10.1126/science.1164382
http://doi.org/10.1056/NEJMoa1402121
http://www.ncbi.nlm.nih.gov/pubmed/26061751
http://doi.org/10.1200/JCO.2009.21.9832
http://www.ncbi.nlm.nih.gov/pubmed/19636000
http://doi.org/10.1007/s00401-016-1545-1
http://www.ncbi.nlm.nih.gov/pubmed/27157931
http://doi.org/10.3174/ajnr.A7462
http://doi.org/10.1001/jamaoncol.2022.2844
http://doi.org/10.1111/bpa.13062
http://doi.org/10.1038/nm.2682
http://doi.org/10.1093/neuonc/noy113
http://doi.org/10.1148/radiol.2019182200
http://doi.org/10.3174/ajnr.A4493
http://doi.org/10.1007/s11307-019-01349-y
http://www.ncbi.nlm.nih.gov/pubmed/30989437
http://doi.org/10.1038/s41598-018-31806-7
http://www.ncbi.nlm.nih.gov/pubmed/30190592
http://doi.org/10.1007/s00259-018-3969-4
http://www.ncbi.nlm.nih.gov/pubmed/29487977
http://doi.org/10.1007/s00259-017-3846-6
http://www.ncbi.nlm.nih.gov/pubmed/29043400
http://doi.org/10.1007/s00259-019-04477-3
http://doi.org/10.1007/s12149-021-01589-5
http://doi.org/10.1186/s40644-022-00454-6
http://doi.org/10.1021/cr0782426
http://doi.org/10.1021/acs.chemrev.8b00294


Molecules 2023, 28, 2890 43 of 46

40. Herzog, H. In Vivo Functional Imaging with SPECT and PET. Radiochim. Acta 2001, 89, 203–214. [CrossRef]
41. Wollring, M.M.; Werner, J.-M.; Ceccon, G.; Lohmann, P.; Filss, C.P.; Fink, G.R.; Langen, K.-J.; Galldiks, N. Clinical Applications

and Prospects of PET Imaging in Patients with IDH-Mutant Gliomas. J. Neurooncol. 2022, ahead of print. [CrossRef] [PubMed]
42. Mansoor, N.M.; Thust, S.; Militano, V.; Fraioli, F. PET Imaging in Glioma. Nucl. Med. Commun. 2018, 39, 1064–1080. [CrossRef]

[PubMed]
43. Huang, L.E. Friend or Foe—IDH1 Mutations in Glioma 10 Years On. Carcinogenesis 2019, 40, 1299–1307. [CrossRef]
44. Wick, A.; Bähr, O.; Schuler, M.; Rohrberg, K.; Chawla, S.P.; Janku, F.; Schiff, D.; Heinemann, V.; Narita, Y.; Lenz, H.-J.; et al. Phase I

Assessment of Safety and Therapeutic Activity of BAY1436032 in Patients with IDH1-Mutant Solid Tumors. Clin. Cancer Res.
2021, 27, 2723–2733. [CrossRef]

45. Neumaier, F.; Zlatopolskiy, B.D.; Neumaier, B. Nuclear Medicine in Times of COVID-19: How Radiopharmaceuticals Could Help
to Fight the Current and Future Pandemics. Pharmaceutics 2020, 12, 1247. [CrossRef]

46. Golub, D.; Iyengar, N.; Dogra, S.; Wong, T.; Bready, D.; Tang, K.; Modrek, A.S.; Placantonakis, D.G. Mutant Isocitrate Dehydroge-
nase Inhibitors as Targeted Cancer Therapeutics. Front. Oncol. 2019, 9, 417. [CrossRef] [PubMed]

47. Tian, W.; Zhang, W.; Wang, Y.; Jin, R.; Wang, Y.; Guo, H.; Tang, Y.; Yao, X. Recent Advances of IDH1 Mutant Inhibitor in Cancer
Therapy. Front. Pharmacol. 2022, 13, 982424. [CrossRef]

48. Van de Bittner, G.C.; Ricq, E.L.; Hooker, J.M. A Philosophy for CNS Radiotracer Design. Acc. Chem. Res. 2014, 47, 3127–3134.
[CrossRef]

49. Pike, V.W. PET Radiotracers: Crossing the Blood–Brain Barrier and Surviving Metabolism. Trends Pharmacol. Sci. 2009, 30, 431–440.
[CrossRef]

50. Pike, V.W. Considerations in the Development of Reversibly Binding PET Radioligands for Brain Imaging. Curr. Med. Chem. 2016,
23, 1818–1869. [CrossRef]

51. Shaw, R.C.; Tamagnan, G.D.; Tavares, A.A.S. Rapidly (and Successfully) Translating Novel Brain Radiotracers from Animal
Research into Clinical Use. Front. Neurosci. 2020, 14, 871. [CrossRef] [PubMed]

52. Wang, Y.; Zhang, F.; Xiong, N.; Xu, H.; Chai, S.; Wang, H.; Wang, J.; Zhao, H.; Jiang, X.; Fu, P.; et al. Remodelling and Treatment of
the Blood-Brain Barrier in Glioma. Cancer Manag. Res. 2021, 13, 4217–4232. [CrossRef] [PubMed]

53. Rathi, S.; Griffith, J.I.; Zhang, W.; Zhang, W.; Oh, J.; Talele, S.; Sarkaria, J.N.; Elmquist, W.F. The Influence of the Blood–Brain
Barrier in the Treatment of Brain Tumours. J. Intern. Med. 2022, 292, 3–30. [CrossRef]

54. Wager, T.T.; Hou, X.; Verhoest, P.R.; Villalobos, A. Moving beyond Rules: The Development of a Central Nervous System
Multiparameter Optimization (CNS MPO) Approach to Enable Alignment of Druglike Properties. ACS Chem. Neurosci. 2010, 1,
435–449. [CrossRef]

55. Zhang, L.; Villalobos, A.; Beck, E.M.; Bocan, T.; Chappie, T.A.; Chen, L.; Grimwood, S.; Heck, S.D.; Helal, C.J.; Hou, X.; et al.
Design and Selection Parameters to Accelerate the Discovery of Novel Central Nervous System Positron Emission Tomography
(PET) Ligands and Their Application in the Development of a Novel Phosphodiesterase 2A PET Ligand. J. Med. Chem. 2013, 56,
4568–4579. [CrossRef] [PubMed]

56. Zhang, L.; Villalobos, A. Strategies to Facilitate the Discovery of Novel CNS PET Ligands. EJNMMI Radiopharm. Chem. 2016, 1, 13.
[CrossRef]

57. Neumaier, F.; Zlatopolskiy, B.D.; Neumaier, B. Drug Penetration into the Central Nervous System: Pharmacokinetic Concepts and
In Vitro Model Systems. Pharmaceutics 2021, 13, 1542. [CrossRef]

58. Ghosh, K.K.; Padmanabhan, P.; Yang, C.-T.; Mishra, S.; Halldin, C.; Gulyás, B. Dealing with PET Radiometabolites. EJNMMI Res.
2020, 10, 109. [CrossRef]

59. Klenner, M.A.; Pascali, G.; Fraser, B.H.; Darwish, T.A. Kinetic Isotope Effects and Synthetic Strategies for Deuterated Carbon-11
and Fluorine-18 Labelled PET Radiopharmaceuticals. Nucl. Med. Biol. 2021, 96–97, 112–147. [CrossRef]

60. Urban, D.J.; Martinez, N.J.; Davis, M.I.; Brimacombe, K.R.; Cheff, D.M.; Lee, T.D.; Henderson, M.J.; Titus, S.A.; Pragani, R.; Rohde,
J.M.; et al. Assessing Inhibitors of Mutant Isocitrate Dehydrogenase Using a Suite of Pre-Clinical Discovery Assays. Sci. Rep.
2017, 7, 12758. [CrossRef]

61. Chitneni, S.K.; Yan, H.; Zalutsky, M.R. Synthesis and Evaluation of a 18F-Labeled Triazinediamine Analogue for Imaging Mutant
IDH1 Expression in Gliomas by PET. ACS Med. Chem. Lett. 2018, 9, 606–611. [CrossRef] [PubMed]

62. Wang, T.; Lin, Q.; Zhang, Y.; Xu, Z.; Shi, D.; Cheng, Y.; Fu, Z.; Tan, H.; Cheng, D.; Shi, H. Synthesis and Biological Evaluation of
Novel PET Tracers [18F]AG120 & [18F]AG135 for Imaging Mutant Isocitrate Dehydrogenase 1 Expression. Bioorg. Med. Chem.
2022, 53, 116525. [CrossRef] [PubMed]

63. Salifu, E.Y.; Agoni, C.; Soliman, M.E.S. Highlighting the Mechanistic Role of Olutasidenib (FT-2102) in the Selective Inhibition of
Mutated Isocitrate Dehydrogenase 1 (MIDH1) in Cancer Therapy. Informatics Med. Unlocked 2022, 28, 100829. [CrossRef]

64. Liu, S.; Abboud, M.I.; John, T.; Mikhailov, V.; Hvinden, I.; Walsby-Tickle, J.; Liu, X.; Pettinati, I.; Cadoux-Hudson, T.; McCullagh,
J.S.O.; et al. Roles of Metal Ions in the Selective Inhibition of Oncogenic Variants of Isocitrate Dehydrogenase 1. Commun. Biol.
2021, 4, 1243. [CrossRef]

65. Deng, G.; Shen, J.; Yin, M.; McManus, J.; Mathieu, M.; Gee, P.; He, T.; Shi, C.; Bedel, O.; McLean, L.R.; et al. Selective Inhibition of
Mutant Isocitrate Dehydrogenase 1 (IDH1) via Disruption of a Metal Binding Network by an Allosteric Small Molecule. J. Biol.
Chem. 2015, 290, 762–774. [CrossRef] [PubMed]

http://doi.org/10.1524/ract.2001.89.4-5.203
http://doi.org/10.1007/s11060-022-04218-x
http://www.ncbi.nlm.nih.gov/pubmed/36577872
http://doi.org/10.1097/MNM.0000000000000914
http://www.ncbi.nlm.nih.gov/pubmed/30303860
http://doi.org/10.1093/carcin/bgz134
http://doi.org/10.1158/1078-0432.CCR-20-4256
http://doi.org/10.3390/pharmaceutics12121247
http://doi.org/10.3389/fonc.2019.00417
http://www.ncbi.nlm.nih.gov/pubmed/31165048
http://doi.org/10.3389/fphar.2022.982424
http://doi.org/10.1021/ar500233s
http://doi.org/10.1016/j.tips.2009.05.005
http://doi.org/10.2174/0929867323666160418114826
http://doi.org/10.3389/fnins.2020.00871
http://www.ncbi.nlm.nih.gov/pubmed/33117115
http://doi.org/10.2147/CMAR.S288720
http://www.ncbi.nlm.nih.gov/pubmed/34079374
http://doi.org/10.1111/joim.13440
http://doi.org/10.1021/cn100008c
http://doi.org/10.1021/jm400312y
http://www.ncbi.nlm.nih.gov/pubmed/23651455
http://doi.org/10.1186/s41181-016-0016-2
http://doi.org/10.3390/pharmaceutics13101542
http://doi.org/10.1186/s13550-020-00692-4
http://doi.org/10.1016/j.nucmedbio.2021.03.011
http://doi.org/10.1038/s41598-017-12630-x
http://doi.org/10.1021/acsmedchemlett.7b00478
http://www.ncbi.nlm.nih.gov/pubmed/30034587
http://doi.org/10.1016/j.bmc.2021.116525
http://www.ncbi.nlm.nih.gov/pubmed/34871844
http://doi.org/10.1016/j.imu.2021.100829
http://doi.org/10.1038/s42003-021-02743-5
http://doi.org/10.1074/jbc.M114.608497
http://www.ncbi.nlm.nih.gov/pubmed/25391653


Molecules 2023, 28, 2890 44 of 46

66. Xie, X.; Baird, D.; Bowen, K.; Capka, V.; Chen, J.; Chenail, G.; Cho, Y.; Dooley, J.; Farsidjani, A.; Fortin, P.; et al. Allosteric Mutant
IDH1 Inhibitors Reveal Mechanisms for IDH1 Mutant and Isoform Selectivity. Structure 2017, 25, 506–513. [CrossRef] [PubMed]

67. Juritz, E.I.; Bascur, J.P.; Almonacid, D.E.; González-Nilo, F.D. Novel Insights for Inhibiting Mutant Heterodimer IDH1wt-R132H
in Cancer: An In-Silico Approach. Mol. Diagn. Ther. 2018, 22, 369–380. [CrossRef] [PubMed]

68. Xu, X.; Zhao, J.; Xu, Z.; Peng, B.; Huang, Q.; Arnold, E.; Ding, J. Structures of Human Cytosolic NADP-Dependent Isocitrate
Dehydrogenase Reveal a Novel Self-Regulatory Mechanism of Activity. J. Biol. Chem. 2004, 279, 33946–33957. [CrossRef]

69. Chitneni, S.K.; Reitman, Z.J.; Gooden, D.M.; Yan, H.; Zalutsky, M.R. Radiolabeled Inhibitors as Probes for Imaging Mutant IDH1
Expression in Gliomas: Synthesis and Preliminary Evaluation of Labeled Butyl-Phenyl Sulfonamide Analogs. Eur. J. Med. Chem.
2016, 119, 218–230. [CrossRef]

70. Davis, M.I.; Gross, S.; Shen, M.; Straley, K.S.; Pragani, R.; Lea, W.A.; Popovici-Muller, J.; DeLaBarre, B.; Artin, E.; Thorne, N.; et al.
Biochemical, Cellular, and Biophysical Characterization of a Potent Inhibitor of Mutant Isocitrate Dehydrogenase IDH1. J. Biol.
Chem. 2014, 289, 13717–13725. [CrossRef]

71. Popovici-Muller, J.; Saunders, J.O.; Salituro, F.G.; Travins, J.M.; Yan, S.; Zhao, F.; Gross, S.; Dang, L.; Yen, K.E.; Yang, H.; et al.
Discovery of the First Potent Inhibitors of Mutant IDH1 That Lower Tumor 2-HG in Vivo. ACS Med. Chem. Lett. 2012, 3, 850–855.
[CrossRef]

72. Rohle, D.; Popovici-Muller, J.; Palaskas, N.; Turcan, S.; Grommes, C.; Campos, C.; Tsoi, J.; Clark, O.; Oldrini, B.; Komisopoulou,
E.; et al. An Inhibitor of Mutant IDH1 Delays Growth and Promotes Differentiation of Glioma Cells. Science 2013, 340, 626–630.
[CrossRef] [PubMed]

73. Popovici-Muller, J.; Lemieux, R.M.; Artin, E.; Saunders, J.O.; Salituro, F.G.; Travins, J.; Cianchetta, G.; Cai, Z.; Zhou, D.; Cui, D.; et al.
Discovery of AG-120 (Ivosidenib): A First-in-Class Mutant IDH1 Inhibitor for the Treatment of IDH1 Mutant Cancers. ACS Med.
Chem. Lett. 2018, 9, 300–305. [CrossRef] [PubMed]

74. Chitneni, S.K.; Reitman, Z.J.; Spicehandler, R.; Gooden, D.M.; Yan, H.; Zalutsky, M.R. Synthesis and Evaluation of Radiolabeled
AGI-5198 Analogues as Candidate Radiotracers for Imaging Mutant IDH1 Expression in Tumors. Bioorg. Med. Chem. Lett. 2018,
28, 694–699. [CrossRef]

75. Cao, H.; Zhu, G.; Sun, L.; Chen, G.; Ma, X.; Luo, X.; Zhu, J. Discovery of New Small Molecule Inhibitors Targeting Isocitrate
Dehydrogenase 1 (IDH1) with Blood-Brain Barrier Penetration. Eur. J. Med. Chem. 2019, 183, 111694. [CrossRef]

76. Levell, J.R.; Caferro, T.; Chenail, G.; Dix, I.; Dooley, J.; Firestone, B.; Fortin, P.D.; Giraldes, J.; Gould, T.; Growney, J.D.; et al.
Optimization of 3-Pyrimidin-4-Yl-Oxazolidin-2-Ones as Allosteric and Mutant Specific Inhibitors of IDH1. ACS Med. Chem. Lett.
2017, 8, 151–156. [CrossRef]

77. Cho, Y.S.; Levell, J.R.; Liu, G.; Caferro, T.; Sutton, J.; Shafer, C.M.; Costales, A.; Manning, J.R.; Zhao, Q.; Sendzik, M.; et al.
Discovery and Evaluation of Clinical Candidate IDH305, a Brain Penetrant Mutant IDH1 Inhibitor. ACS Med. Chem. Lett. 2017, 8,
1116–1121. [CrossRef]

78. DiNardo, C.D.; Hochhaus, A.; Frattini, M.G.; Yee, K.; Zander, T.; Krämer, A.; Chen, X.; Ji, Y.; Parikh, N.S.; Choi, J.; et al. A Phase 1
Study of IDH305 in Patients with IDH1R132-Mutant Acute Myeloid Leukemia or Myelodysplastic Syndrome. J. Cancer Res. Clin.
Oncol. 2022, 149, 1145–1158. [CrossRef] [PubMed]

79. Cho, Y.S.; Levell, J.R.; Toure, B.-B.; Yang, F.; Caferro, T.; Lei, H.; Lenoir, F.; Liu, G.; Palermo, M.G.; Schultz, M.D.; et al. 3-Pyrimidin-
4-Yl-Oxazolidin-2-Ones as Inhibitors of Mutant IDH. WO/2013/046136, 4 April 2013.

80. Pusch, S.; Krausert, S.; Fischer, V.; Balss, J.; Ott, M.; Schrimpf, D.; Capper, D.; Sahm, F.; Eisel, J.; Beck, A.-C.; et al. Pan-Mutant
IDH1 Inhibitor BAY 1436032 for Effective Treatment of IDH1 Mutant Astrocytoma in Vivo. Acta Neuropathol. 2017, 133, 629–644.
[CrossRef]

81. Heuser, M.; Palmisiano, N.; Mantzaris, I.; Mims, A.; DiNardo, C.; Silverman, L.R.; Wang, E.S.; Fiedler, W.; Baldus, C.; Schwind, S.; et al.
Safety and Efficacy of BAY1436032 in IDH1-Mutant AML: Phase I Study Results. Leukemia 2020, 34, 2903–2913. [CrossRef]

82. Chaturvedi, A.; Herbst, L.; Pusch, S.; Klett, L.; Goparaju, R.; Stichel, D.; Kaulfuss, S.; Panknin, O.; Zimmermann, K.; Toschi, L.; et al.
Pan-Mutant-IDH1 Inhibitor BAY1436032 Is Highly Effective against Human IDH1 Mutant Acute Myeloid Leukemia in Vivo. Leukemia
2017, 31, 2020–2028. [CrossRef]

83. Lin, J.; Lu, W.; Caravella, J.A.; Campbell, A.M.; Diebold, R.B.; Ericsson, A.; Fritzen, E.; Gustafson, G.R.; Lancia, D.R.; Shelekhin,
T.; et al. Discovery and Optimization of Quinolinone Derivatives as Potent, Selective, and Orally Bioavailable Mutant Isocitrate
Dehydrogenase 1 (MIDH1) Inhibitors. J. Med. Chem. 2019, 62, 6575–6596. [CrossRef] [PubMed]

84. Caravella, J.A.; Lin, J.; Diebold, R.B.; Campbell, A.-M.; Ericsson, A.; Gustafson, G.; Wang, Z.; Castro, J.; Clarke, A.; Gotur, D.; et al.
Structure-Based Design and Identification of FT-2102 (Olutasidenib), a Potent Mutant-Selective IDH1 Inhibitor. J. Med. Chem.
2020, 63, 1612–1623. [CrossRef] [PubMed]

85. Weber, V.; Arnaud, L.; Dukic-Stefanovic, S.; Wenzel, B.; Roux, V.; Chezal, J.-M.; Lai, T.-H.; Teodoro, R.; Kopka, K.; Miot-Noirault,
E.; et al. Novel Radioiodinated and Radiofluorinated Analogues of FT-2102 for SPECT or PET Imaging of MIDH1 Mutant
Tumours. Molecules 2022, 27, 3766. [CrossRef] [PubMed]

86. Okoye-Okafor, U.C.; Bartholdy, B.; Cartier, J.; Gao, E.N.; Pietrak, B.; Rendina, A.R.; Rominger, C.; Quinn, C.; Smallwood, A.;
Wiggall, K.J.; et al. New IDH1 Mutant Inhibitors for Treatment of Acute Myeloid Leukemia. Nat. Chem. Biol. 2015, 11, 878–886.
[CrossRef] [PubMed]

http://doi.org/10.1016/j.str.2016.12.017
http://www.ncbi.nlm.nih.gov/pubmed/28132785
http://doi.org/10.1007/s40291-018-0331-2
http://www.ncbi.nlm.nih.gov/pubmed/29651790
http://doi.org/10.1074/jbc.M404298200
http://doi.org/10.1016/j.ejmech.2016.04.066
http://doi.org/10.1074/jbc.M113.511030
http://doi.org/10.1021/ml300225h
http://doi.org/10.1126/science.1236062
http://www.ncbi.nlm.nih.gov/pubmed/23558169
http://doi.org/10.1021/acsmedchemlett.7b00421
http://www.ncbi.nlm.nih.gov/pubmed/29670690
http://doi.org/10.1016/j.bmcl.2018.01.015
http://doi.org/10.1016/j.ejmech.2019.111694
http://doi.org/10.1021/acsmedchemlett.6b00334
http://doi.org/10.1021/acsmedchemlett.7b00342
http://doi.org/10.1007/s00432-022-03983-6
http://www.ncbi.nlm.nih.gov/pubmed/35353219
http://doi.org/10.1007/s00401-017-1677-y
http://doi.org/10.1038/s41375-020-0996-5
http://doi.org/10.1038/leu.2017.46
http://doi.org/10.1021/acs.jmedchem.9b00362
http://www.ncbi.nlm.nih.gov/pubmed/31199148
http://doi.org/10.1021/acs.jmedchem.9b01423
http://www.ncbi.nlm.nih.gov/pubmed/31971798
http://doi.org/10.3390/molecules27123766
http://www.ncbi.nlm.nih.gov/pubmed/35744895
http://doi.org/10.1038/nchembio.1930
http://www.ncbi.nlm.nih.gov/pubmed/26436839


Molecules 2023, 28, 2890 45 of 46

87. Konteatis, Z.; Artin, E.; Nicolay, B.; Straley, K.; Padyana, A.K.; Jin, L.; Chen, Y.; Narayaraswamy, R.; Tong, S.; Wang, F.; et al.
Vorasidenib (AG-881): A First-in-Class, Brain-Penetrant Dual Inhibitor of Mutant IDH1 and 2 for Treatment of Glioma. ACS Med.
Chem. Lett. 2020, 11, 101–107. [CrossRef]

88. Yen, K.; Travins, J.; Wang, F.; David, M.D.; Artin, E.; Straley, K.; Padyana, A.; Gross, S.; DeLaBarre, B.; Tobin, E.; et al. AG-221, a
First-in-Class Therapy Targeting Acute Myeloid Leukemia Harboring Oncogenic IDH2 Mutations. Cancer Discov. 2017, 7, 478–493.
[CrossRef]

89. Merk, A.; Bartesaghi, A.; Banerjee, S.; Falconieri, V.; Rao, P.; Davis, M.I.; Pragani, R.; Boxer, M.B.; Earl, L.A.; Milne, J.L.S.; et al.
Breaking Cryo-EM Resolution Barriers to Facilitate Drug Discovery. Cell 2016, 165, 1698–1707. [CrossRef]

90. Wang, Y.; Tang, S.; Lai, H.; Jin, R.; Long, X.; Li, N.; Tang, Y.; Guo, H.; Yao, X.; Leung, E.L.-H. Discovery of Novel IDH1 Inhibitor
Through Comparative Structure-Based Virtual Screening. Front. Pharmacol. 2020, 11, 579768. [CrossRef]

91. Mellinghoff, I.K.; Ellingson, B.M.; Touat, M.; Maher, E.; De La Fuente, M.I.; Holdhoff, M.; Cote, G.M.; Burris, H.; Janku, F.; Young,
R.J.; et al. Ivosidenib in Isocitrate Dehydrogenase 1–Mutated Advanced Glioma. J. Clin. Oncol. 2020, 38, 3398–3406. [CrossRef]

92. Mellinghoff, I.K.; Touat, M.; Maher, E.; De La Fuente, M.; Cloughesy, T.F.; Holdhoff, M.; Cote, G.M.; Burris, H.; Janku, F.; Huang,
R.; et al. ACTR-46. AG-120, a First-in-Class Mutant IDH1 Inhibitor in Patients with Recurrent or Progressive IDH1 Mutant
Glioma: Updated Results from the Phase 1 Non-Enhancing Glioma Population. Neuro. Oncol. 2017, 19, vi10–vi11. [CrossRef]

93. Mellinghoff, I.K.; Wen, P.Y.; Taylor, J.W.; Maher, E.A.; Arrillaga-Romany, I.; Peters, K.B.; Le, K.; Tai, F.; Steelman, L.; Cloughesy, T.F.
PL3.1 A Phase 1, Open-Label, Perioperative Study of Ivosidenib (AG-120) and Vorasidenib (AG-881) in Recurrent, IDH1-Mutant,
Low-Grade Glioma: Results from Cohort 1. Neuro. Oncol. 2019, 21, iii2. [CrossRef]

94. Tejera, D.; Kushnirsky, M.; Gultekin, S.H.; Lu, M.; Steelman, L.; de la Fuente, M.I. Ivosidenib, an IDH1 Inhibitor, in a Patient with
Recurrent, IDH1-Mutant Glioblastoma: A Case Report from a Phase I Study. CNS Oncol. 2020, 9, CNS62. [CrossRef] [PubMed]

95. Mellinghoff, I.K.; Cloughesy, T.F.; Wen, P.Y.; Taylor, J.W.; Maher, E.A.; Arrillaga, I.; Peters, K.B.; Choi, C.; Ellingson, B.M.; Lin, A.P.; et al. A
Phase I, Open Label, Perioperative Study of AG-120 and AG-881 in Recurrent IDH1 Mutant, Low-Grade Glioma: Results from Cohort 1.
J. Clin. Oncol. 2019, 37, 2003. [CrossRef]

96. Gottesman, M.M.; Lavi, O.; Hall, M.D.; Gillet, J.-P. Toward a Better Understanding of the Complexity of Cancer Drug Resistance.
Annu. Rev. Pharmacol. Toxicol. 2016, 56, 85–102. [CrossRef]

97. Li, J.; Xie, Y.; Wang, X.; Li, F.; Li, S.; Li, M.; Peng, H.; Yang, L.; Liu, C.; Pang, L.; et al. Prognostic Impact of Tumor-Associated
Macrophage Infiltration in Esophageal Cancer: A Meta-Analysis. Futur. Oncol. 2019, 15, 2303–2317. [CrossRef]

98. Rehwinkel, H.; Panknin, O.; Ring, S.; Anlauf, S.; Siebeneicher, H.; Nguyen, D.; Schwede, W.; Bauser, M.; Zimmermann, K.;
Kaulfuss, S.; et al. Benzimidazol-2-Amines as MIDH1 Inhibitors. WO/2015/121209, 20 August 2015.

99. Khanapur, S.; Lye, K.; Mandal, D.; Jie Wee, X.; Robins, E.G.; Young, R.D. Fluorine-18 Labeling of Difluoromethyl and Trifluo-
romethyl Groups via Monoselective C−F Bond Activation. Angew. Chem. Int. Ed. 2022, 61, e202210917. [CrossRef] [PubMed]

100. Khotavivattana, T.; Verhoog, S.; Tredwell, M.; Pfeifer, L.; Calderwood, S.; Wheelhouse, K.; Lee Collier, T.; Gouverneur, V.
18F-Labeling of Aryl-SCF3, -OCF3 and -OCHF2 with [18F]Fluoride. Angew. Chem. Int. Ed. 2015, 54, 9991–9995. [CrossRef]

101. Hoffmann, C.; Evcüman, S.; Neumaier, F.; Zlatopolskiy, B.D.; Humpert, S.; Bier, D.; Holschbach, M.; Schulze, A.; Endepols,
H.; Neumaier, B. [18F]ALX5406: A Brain-Penetrating Prodrug for GlyT1-Specific PET Imaging. ACS Chem. Neurosci. 2021, 12,
3335–3346. [CrossRef]

102. Hitchcock, S.A.; Pennington, L.D. Structure−Brain Exposure Relationships. J. Med. Chem. 2006, 49, 7559–7583. [CrossRef]
103. De la Fuente, M.I.; Colman, H.; Rosenthal, M.; Van Tine, B.A.; Levacic, D.; Walbert, T.; Gan, H.K.; Vieito, M.; Milhem, M.M.;

Lipford, K.; et al. Olutasidenib (FT-2102) in Patients with Relapsed or Refractory IDH1-Mutant Glioma: A Multicenter, Open-Label,
Phase Ib/II Trial. Neuro. Oncol. 2023, 25, 146–156. [CrossRef] [PubMed]

104. Salituro, F.G.; Saunders, J.O. Therapeutically Active Compounds for Use in Treatment of Cancer Characterized by Having IDH
Mutation. WO/2011/072174, 16 June 2011.

105. Mellinghoff, I.K.; Penas-Prado, M.; Peters, K.B.; Burris, H.A.; Maher, E.A.; Janku, F.; Cote, G.M.; de la Fuente, M.I.; Clarke,
J.L.; Ellingson, B.M.; et al. Vorasidenib, a Dual Inhibitor of Mutant IDH1/2, in Recurrent or Progressive Glioma; Results of a
First-in-Human Phase I Trial. Clin. Cancer Res. 2021, 27, 4491–4499. [CrossRef] [PubMed]

106. Mellinghoff, I.K.; Lu, M.; Wen, P.Y.; Taylor, J.W.; Maher, E.A.; Arrillaga-Romany, I.; Peters, K.B.; Ellingson, B.M.; Rosenblum, M.K.;
Chun, S.; et al. Vorasidenib and Ivosidenib in IDH1-Mutant Low-Grade Glioma: A Randomized, Perioperative Phase 1 Trial. Nat.
Med. 2023, ahead of print. [CrossRef]

107. Ma, R.; Yun, C.-H. Crystal Structures of Pan-IDH Inhibitor AG-881 in Complex with Mutant Human IDH1 and IDH2. Biochem.
Biophys. Res. Commun. 2018, 503, 2912–2917. [CrossRef] [PubMed]

108. Robinson, G.; Philip, B.; Guthrie, M.; Cox, J.; Robinson, J.; VanBrocklin, M.; Holmen, S. In Vitro Visualization and Characterization
of Wild Type and Mutant IDH Homo- and Heterodimers Using Bimolecular Fluorescence Complementation. Cancer Res. Front.
2016, 2, 311–329. [CrossRef] [PubMed]

109. Harding, J.J.; Lowery, M.A.; Shih, A.H.; Schvartzman, J.M.; Hou, S.; Famulare, C.; Patel, M.; Roshal, M.; Do, R.K.; Zehir, A.; et al.
Isoform Switching as a Mechanism of Acquired Resistance to Mutant Isocitrate Dehydrogenase Inhibition. Cancer Discov. 2018, 8,
1540–1547. [CrossRef]

110. Choe, S.; Wang, H.; DiNardo, C.D.; Stein, E.M.; de Botton, S.; Roboz, G.J.; Altman, J.K.; Mims, A.S.; Watts, J.M.; Pollyea, D.A.; et al.
Molecular Mechanisms Mediating Relapse Following Ivosidenib Monotherapy in IDH1-Mutant Relapsed or Refractory AML.
Blood Adv. 2020, 4, 1894–1905. [CrossRef]

http://doi.org/10.1021/acsmedchemlett.9b00509
http://doi.org/10.1158/2159-8290.CD-16-1034
http://doi.org/10.1016/j.cell.2016.05.040
http://doi.org/10.3389/fphar.2020.579768
http://doi.org/10.1200/JCO.19.03327
http://doi.org/10.1093/neuonc/nox168.037
http://doi.org/10.1093/neuonc/noz126.004
http://doi.org/10.2217/cns-2020-0014
http://www.ncbi.nlm.nih.gov/pubmed/32716208
http://doi.org/10.1200/JCO.2019.37.15_suppl.2003
http://doi.org/10.1146/annurev-pharmtox-010715-103111
http://doi.org/10.2217/fon-2018-0669
http://doi.org/10.1002/anie.202210917
http://www.ncbi.nlm.nih.gov/pubmed/36223032
http://doi.org/10.1002/anie.201504665
http://doi.org/10.1021/acschemneuro.1c00284
http://doi.org/10.1021/jm060642i
http://doi.org/10.1093/neuonc/noac139
http://www.ncbi.nlm.nih.gov/pubmed/35639513
http://doi.org/10.1158/1078-0432.CCR-21-0611
http://www.ncbi.nlm.nih.gov/pubmed/34078652
http://doi.org/10.1038/s41591-022-02141-2
http://doi.org/10.1016/j.bbrc.2018.08.068
http://www.ncbi.nlm.nih.gov/pubmed/30131249
http://doi.org/10.17980/2016.311
http://www.ncbi.nlm.nih.gov/pubmed/28480226
http://doi.org/10.1158/2159-8290.CD-18-0877
http://doi.org/10.1182/bloodadvances.2020001503


Molecules 2023, 28, 2890 46 of 46

111. Francis, F.; Wuest, F. Advances in [18F]Trifluoromethylation Chemistry for PET Imaging. Molecules 2021, 26, 6478. [CrossRef]
112. Pauton, M.; Aubert, C.; Bluet, G.; Gruss-Leleu, F.; Roy, S.; Perrio, C. Development, Optimization, and Scope of the Radiosynthesis

of 3/5-[18F]Fluoropyridines from Readily Prepared Aryl(Pyridinyl) Iodonium Salts: The Importance of TEMPO and K2CO3. Org.
Process Res. Dev. 2019, 23, 900–911. [CrossRef]

113. Chun, J.-H.; Pike, V.W. Selective Syntheses of No-Carrier-Added 2- and 3-[18F]Fluorohalopyridines through the Radiofluorination
of Halopyridinyl(4′-Methoxyphenyl)Iodonium Tosylates. Chem. Commun. 2012, 48, 9921. [CrossRef]

114. Wahl, D.R.; Dresser, J.; Wilder-Romans, K.; Parsels, J.D.; Zhao, S.G.; Davis, M.; Zhao, L.; Kachman, M.; Wernisch, S.; Burant,
C.F.; et al. Glioblastoma Therapy Can Be Augmented by Targeting IDH1-Mediated NADPH Biosynthesis. Cancer Res. 2017, 77,
960–970. [CrossRef] [PubMed]

115. Calvert, A.E.; Chalastanis, A.; Wu, Y.; Hurley, L.A.; Kouri, F.M.; Bi, Y.; Kachman, M.; May, J.L.; Bartom, E.; Hua, Y.; et al.
Cancer-Associated IDH1 Promotes Growth and Resistance to Targeted Therapies in the Absence of Mutation. Cell Rep. 2017, 19,
1858–1873. [CrossRef] [PubMed]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.

http://doi.org/10.3390/molecules26216478
http://doi.org/10.1021/acs.oprd.9b00021
http://doi.org/10.1039/c2cc35005j
http://doi.org/10.1158/0008-5472.CAN-16-2008
http://www.ncbi.nlm.nih.gov/pubmed/27923831
http://doi.org/10.1016/j.celrep.2017.05.014
http://www.ncbi.nlm.nih.gov/pubmed/28564604

	Introduction 
	Oncogenic IDH Mutations and Their Implications for Gliomagenesis 
	Role of IDH Mutations for Glioma Classification 
	Current Approaches for Assessment of the IDH Status in Glioma 
	PET Imaging and Rationale for Development of mIDH-Selective Tracers 
	Considerations for the Development of mIDH-Selective PET-Tracers 
	General Considerations for Development of PET Neurotracers 
	Specific Considerations for Tracer Development from Existing mIDH Inhibitors 

	mIDH-Selective Inhibitors as Potential Leads for PET-Tracer Development 
	Phenylglycine-Derived mIDH1-Inhibitors 
	Pyrimidinyl-Oxazolidinone-Based mIDH1-Inhibitors 
	Aminobenzimidazole-Derived mIDH1-Inhibitors 
	Quinolinone-Based mIDH1-Inhibitors 
	Tetrahydropyrazolopyridine-Based mIDH1-Inhibitors 
	Butyl-Phenyl Sulfonamide-Based mIDH1-Inhibitors 
	Aminotriazine-Based mIDH2- and mIDH1/2-Inhibitors 

	Summary and Concluding Remarks 
	References

