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Abstract: Tumor metabolism and its specific alterations have become an integral part of understanding
functional alterations leading to malignant transformation and maintaining cancer progression. Here,
we review the metabolic changes in B-cell neoplasia, focusing on the effects of tumor metabolism
on the tumor microenvironment (TME). Particularly, innate and adaptive immune responses are
regulated by metabolites in the TME such as lactate. With steadily increasing therapeutic options
implicating or utilizing the TME, it has become essential to address the metabolic alterations in B-cell
malignancy for therapeutic approaches. In this review, we discuss metabolic alterations of B-cell
lymphoma, consequences for currently used therapy regimens, and novel approaches specifically
targeting metabolism in the TME.

Keywords: Lymphoma; metabolism; glycolysis; lactate; IDO; microenvironment; macrophage; T-cell;
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1. Metabolism in Cancer—Resurrection of an Ancient Finding

Malignant transformation of cells leads to numerous specific alterations defining the neoplastic
characteristics which have been comprehensively summarized as the major “hallmarks of cancer” [1].
However, in the initial version of this seminal approach to summarize carcinogenesis, both aspects of
tumor metabolism, the specific involvement of the tumor microenvironment and immune modulatory
features, were not yet included. Further progress inevitably led to the identification of both aspects
as important hallmarks [2]. The rapidly evolving field of tumor metabolism research has yielded
numerous important insights into the specific alterations and dependencies of metabolism in malignant
cells. The various dimensions have been in turn comprehensively summarized as “hallmarks of tumor
metabolism” by Pavlova and Thompson [3].

The work on cancer metabolism has come back into the focus of tumor biology after almost
75 years since the discovery of the ”Warburg Effect“—the shift of aerobic to anaerobic glycolysis in
malignant tumors [4]. More recently, the aberrant expression of the pyruvate kinase M2 isoform
has been described to underlie this so far understudied phenomenon. The shift of PKM1 towards
PKM2 functionally determines a preferential anaerobic glycolysis leading to metabolism of glucose
to lactate and a far less efficient generation of ATP. Several functional implications for this shift have
been discussed and the improved shift towards NADPH generation and subsequent feed of anabolic
pathways, such as lipogenesis, have primarily been discussed [5].
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Another recent prominent example of metabolism-associated genes being discovered for functional
implication in malignant transformations is the mutation of the isocitrate dehydrogenase 1 and
2 (IDH1/IDH2) in gliomas and acute myeloid leukemia [6]. These mutations change enzymatic
properties, producing 2-hydroxyglutarate (2HG) from α-ketoglutarate and subsequently inhibiting cell
differentiation by inhibition of histone demethylation [7].

Assessment of metabolic activity has been a widely utilized feature in diagnostics of malignant
disease—FDG-PET scans display glucose metabolism as a surrogate marker for malignant cell activity.
In Hodgkin’s lymphoma, it has become essential for upfront diagnostics as well as for assessment
of treatment response [8]. Particularly, in Hodgkin’s lymphoma, PET diagnostics have gained an
established role despite the fact that, in this specific entity, the amount of tumor cells is highly variable
and represents only a minor proportion of the tumor tissue. This, however, indicates the relevance of
assessing the metabolic alterations from a microenvironment perspective. Nonmalignant bystander
cells have to be considered as major contributors to metabolism and the functional status of tumor tissue.

In parallel to the field of tumor metabolism, the perception of the tumor microenvironment in
cancer has undergone an even more prominent development, most prominently demonstrated by
the eruption of novel immunotherapies using checkpoint inhibitors in steadily increasing number
of entities including B-cell lymphomas [9–13]. In B-cell lymphoma, the contribution of the tumor
microenvironment to disease progression has been clearly established as important for immune
therapies, checkpoint inhibitors, and chemo-immunotherapies [9,14].

In this review, we attempt to shed light on the specific perturbations of tumor metabolism in
the microenvironment of B-cell malignancies that alter both the biological functions of malignant
lymphoma as well as their non-transformed counterparts within the microenvironment. These
alterations inherently harbor therapeutic relevance, both for currently utilized approaches as well as
for future concepts and agents.

2. Metabolic Alterations in B-Cell Malignancies

Cellular metabolism in B-cell lymphoma and leukemias can be affected on several functional levels
ranging from genomic aberrations to post-translational lipid modifications. A prominent example of
tumor metabolism driver mutations was first identified in glioma and acute myeloid leukemia (AML).
In 20% of AML cases, a mutation in isocitrate dehydrogenase (IDH) 1 or 2 can be detected [15,16]. These
mutations occur as an early event in the pathogenesis of AML and are already evident in preleukemic
hematopoietic stem cells [17]. IDH catalyzes the decarboxylation of isocitrate to α-ketoglutarate and
CO2, IDH1 in the cytosol, and IDH2 in the mitochondria. Therefore, IDH plays an important role in
cellular redox state regulation and the defense against oxidative stress [18–20]. Upon mutation, IDH
discontinues to synthesize α-ketoglutarate and switches towards generation of the ‘oncometabolite’
2-hydroxyglutarate (2-HG) [21]. Accumulation of 2-HG in the leukemic stem cells leads to DNA
and histone hypermethylation, which leads to global dysregulation of gene expression, a block of
myeloid cell differentiation, and the promotion of leukemogenesis [21,22]. The mutation of IDH1
leads to metabolic changes such as a decreased NADPH pool and impaired TCA cycle during cellular
hypoxia [23,24]. The reduction of α-ketoglutarate due to mutated IDH indirectly influences other
metabolic pathways, as a decrease of α-ketoglutarate correlates with increased expression of HIF1α [25].

In the attempt to identify classic driver mutations in B cell malignancy such as IDH in AML or
glioma, recent sequencing approaches have not revealed similarly prominent metabolism genes as
direct driver mutations of lymphomas [26,27]. However, alterations involving the MYC oncogene,
such as translocations or overexpression of MYC, are a hallmark of B cell lymphoma pathogenesis [28].
The MYC oncogene alteration profoundly reprograms cellular metabolism as recently reviewed by
Dejure et al. [29]. In brief, malignant cells require elevated MYC levels to sustain the high proliferative
rate of lymphoma cells. Cells need to modulate MYC function and adapt to the availability of nutrients to
avoid metabolic collapse. Particularly, nucleoside metabolism genes, as a prerequisite for proliferation
and cell growth, are upregulated by MYC [30,31]. The glutamine metabolism is a key pathway
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regulated by MYC expression both altering glutamine uptake as well as glutaminolysis [29,32,33].
Additionally, MYC regulates glucose uptake and glycolysis as well as lipid biosynthesis [34–36]. MYC
expression may also induce metabolic liabilities; as such, ornithine decarboxylase has been shown to
be essential for EµM [37]. Tumor cells overexpressing MYC, such as non-Hodgkin lymphoma (NHL)
cells, rely on glutamine metabolism as a fuel for the TCA cycle in the tumor microenvironment with its
specific nutrient supply [38].

Another hallmark of B-cell malignancy is the altered B-cell receptor (BCR) signaling axis, which
is crucial for maintenance and production of healthy and malignant B-cells. Tonic activation of this
pathway was described in lymphoma and leukemia cells [39]. One downstream signaling branch of
the BCR signaling is the PI3K/AKT/mTORC1 axis. This axis activates cellular prosurvival factors, but
also has an impact on metabolic processes in B-cells. The PI3K isoform PI3Kα influences glycolysis
and energy production, and subsequent AKT signaling affects the cellular metabolome [40–42]. AKT
increases the expression and translocation of the glucose transporter GLUT1 and the expression of
glycolytic enzymes, especially the expression, activation, and mitochondrial interaction of hexokinase
(HK), thereby promoting glucose uptake and glycolysis [43]. By genetic inhibition of the BCR pathway
or PI3K inhibition, a decrease in oxidative phosphorylation (OxPhos) and glycolysis was observed [40].

The AKT/mTORC1 signaling pathway was detected to be aberrantly activated also without the
direct activation via BCR signaling in different B-cell malignancies [44]. As such, PTEN mutations
occur in a subset of diffuse large B-cell lymphoma (DLBCL) and mantle cell lymphoma (MCL) and
lead to expression of genes involved in the AKT/mTORC1 pathway [45,46]. These PTEN mutations are
correlated with reduced overall survival upon chemotherapeutical R-CHOP treatment in DLBCL [45,47].
In follicular lymphoma, RagC mutations also reinforce mTORC1 signaling by abolishing the dependence
on amino acids for mTORC1 activation [48]. Beside amino acids, mTORC1 could also be activated by
glutamine, whose uptake is upregulated in several B-cell malignancies [49]. mTORC1 activity promotes
several anabolic and energy-producing processes such as protein synthesis, pyrimidine synthesis,
HIF1α expression, glycolysis, the oxidative part of the pentose phosphate pathway (PPP), lipid and
mitochondrial metabolism, and glutaminolysis [50–56]. HIF1α and MYC activate the expression
of genes encoding for glucose transporter (GLUT), hexokinase (HK), monocarboxylate transporter
(MTC), pyruvate dehydrogenase (PDK), phosphofructokinase (PFK), phosphoglycerate kinase (PGK),
pyruvate kinase (PK), and lactate dehydrogenase (LDHA), thereby strongly promoting anaerobic
glycolysis [36,57,58]. Along these lines, the translation of cyclin D1 mRNA, which is required for cell
cycle progression, is regulated by mTORC1 signaling [59]. These metabolic adaptations allow cells to
highly proliferate and promote survival, as proliferation is impaired in mTORC1 knock-out DLBCL
cell lines [60]. Inhibition of the PI3K/AKT/mTORC1 axis and inhibition of MYC lead to a decreased
viability of lymphoma cells and a decreased glycolytic activity seen by reduced glucose uptake, glucose
metabolism, and glycolytic gene expression [36].

Loss of the tumor suppressor PP2A (serine/threonine protein phosphatase 2A) is another origin of
metabolic alteration in DLBCL, which leads to an increase in glycolysis [61].

In CLL cells, glycolysis is active; however, it does not reach similar levels as DLBCL lymphoma
cells [62]. Instead, CLL cells use altered lipid metabolism through constitutive STAT3 activation,
thereby promoting mitochondrial activity [63]. Increased mitochondrial activity in turn leads to
increased levels of reactive oxygen species, which promote tumor progression by influencing the tumor
microenvironment and facilitating apoptotic cell death [64,65]. When the metabolism of CLL changes
cells switch to a glycolytic phenotype, seen by high FDG uptake in the PET-CT, this may be indicative
of Richter´s transformation towards an aggressive lymphoma, mostly DLBCL [66]. Similarly, high
glucose uptake is observed in Hodgkin lymphoma by PET diagnostics [8]. Here, it is noteworthy that
Hodgkin lymphoma cells express high levels glucose transporter 1 (GLUT1) and lactate dehydrogenase
(LDHA) [67].
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In conclusion, numerous molecular mechanisms of altered metabolism have been identified in
B-cell malignancy. While these alterations, such as MYC and the B-cell receptor PI3K/AKT axis, have
been intensively studied, other pathways remain to be elucidated.

3. The Tumor Microenvironment as a Target of Tumor Metabolism

Metabolic alterations in leukemia and lymphoma are primarily seen as a result of alterations
within the transformed cell clone. However, metabolism-based interactions of transformed and
non-transformed cells within the tumor microenvironment have been increasingly observed as defining
specific functional alterations.

3.1. Glycolytic Alteration Changes Macrophage Function

As described in the previous section, B-cell malignancies produce a significant proportion of ATP
by anaerobic glycolysis. It was shown that in anaerobic glycolysis, the M2 isoform of pyruvate kinase
(PKM2) is preferentially active and, in line with this observation, that PKM2 was the dominant isoform
in variant tumor cell lines [68,69]. PKM2 leads to a higher production of lactate and pyruvate in the
cells than the other isoform, PKM1, and the amount of lactate in tumor cell line media correlated with
the tumor malignancy [69]. The acidification of the tumor microenvironment has been shown to have a
direct impact on the polarization of infiltrating macrophages and drives them into a tumor-supporting
subtype called ‘tumor-associated macrophages’ (TAMs). Microenvironmental acidification is sensed
by GPCRs of macrophages and leads through an increase of cAMP by adenylyl cyclase activation to
expression of the cAMP-responsive element modulator isoform ICER [70]. ICER expression inhibits
the NF-κB signaling pathway, which is crucial for proinflammatory polarization of macrophages. This
mechanism also downregulates proinflammatory TNF expression and induces genes associated with a
noninflammatory macrophage subtype (i.e., Arg1, Clec10a, VEGF, HIF1α) [70–72]. The expression of
vascular endothelial growth factor (VEGF), which causes neovascularization and arginase-1 (Arg1)
induction, is also supported by the transcription factor HIF1α [69,73]. HIF1α itself is stabilized by
lactate, hypoxia or IL-4, which are all present in the tumor microenvironment [69]. In total, TAMs have
a higher expression of VEGF and Arg1 as compared to the other cellular components of the tumor
microenvironment, which underlines the tumor-supporting function of TAMs [69]. Furthermore,
HIF1α promotes expression of programmed death ligand-1 (PD-L1) on myeloid cells, which leads to
expression of anti-inflammatory interleukin 10 (IL-10) [74].

Lactate-exposed TAMs express higher levels of glutamine synthetase, transaminase GPT, and
enzymes of the urea cycle, contributing to nitrogen metabolism alterations in the tumor [69].

Additionally, TAMs produce the macrophage migration inhibitory factor (MIF), which suppresses
TP53 transcription in tumor cells, thereby supporting the lack of DNA-damage-repair response and
the accumulation of mutations in the tumor cells [75,76].

The prognostic value of high glycolytic activity was shown to correlate with a decreased success
of checkpoint-inhibitor therapy and that the expression of ICER negatively correlates with ‘complete
response’ [70,77–79].

3.2. Glycolytic Alteration Changes Cancer-Associated Fibroblast Function

In view of B-cell malignancies, acidification is also used as a tumor supporting feature. Cancer-
associated fibroblasts (CAFs) from patients with DLBCL or follicular lymphoma show a highly increased
secretion of pyruvate. Pyruvate secreted from CAFs corresponds to metabolic activity of lymphoma cells
in coculture [80]. The co-cultivated lymphoma cells showed increased anaerobic glycolysis, indicated by
increased expression of hexokinase 2 (HK2) and pyruvate dehydrogenase kinase (PDK). Additionally,
an increased tricarboxylic acid cycle (TCA) and lower production of reactive oxygen species (ROS)
was detected and assumed to be responsible for lymphoma cell survival [80,81]. Moreover, by adding
pyruvate to culture media, survival of primary DLBCL cells was increased and lymphoma cells showed
a higher resistance to doxorubicin after cultivating them in CAF-derived media [80].
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In non-Hodgkin lymphomas (NHL), higher glycolytic activity is associated with higher
aggressiveness, which is implemented through an interaction between the lymphoma cells and their
surrounding microenvironment [82]. A higher expression of the lactate transporter monocarboxylate
transporter 1 (MCT1) in NHL is associated with poor clinicopathological profile and the expression
of MCT1 and MCT4 is associated with high-grade disease [82]. MCT1 expression may be regulated
by MYC as MCT1 was significantly upregulated in c-MYC amplified lymphomas, also correlating
with poor prognosis and survival [83,84]. The MTCs are the basis for the ‘lactate shuttle’, in which
lactate is transferred between different cell types and can be utilized at the receiving end for energy
production, thereby promoting proliferation and chemoresistance [85]. In DLBCL, nontransformed
cells in the microenvironment upregulate MCT4. Thereby, they acquire the increased ability to export
lactate. Corresponding upregulation of MCT1 on malignant cells subsequently increases import of
lactate, which, in turn, is used to fuel the TCA cycle for energy production [82,85]. A similar change of
expression profile was found in Hodgkin lymphoma, where transformed cells showed high expression
of MCT1, and TAMs of MCT4 [86]. Beside the transport of lactate, MCT1 and MCT4 also interact with
CD147 [87]. CD147 is associated with tumor aggressiveness and chemoresistance and its silencing leads
to less proliferation and increased chemosensitivity in hematological malignancies [88–90]. Interruption
of MCT1 activity by AZD3965 inhibited NHL cell viability, led to intracellular accumulation of lactate,
and increased apoptotic cell death [82]. This effect could be further potentiated by adding metformin,
which augments glycolysis in the cells, to the treatment [83]. The overexpression of MCT1 could be
used as a therapeutic target also, as it was shown that overexpression of MCT1 sensitizes cells in vitro
and in vivo to 3-bromopyruvic acid [84].

3.3. Glycolytic Alteration Changes T-Cell Function

In B-cell leukemia, other glycolysis-driven mechanisms of immunosuppression were observed.
The leukemic B-cells cause T-cells to become hyporesponsive and metabolically compromised [91].
In CLL-derived T-cells, an impaired induction of activation markers CD25 and CD71 and impaired
induction of glucose uptake and glycolysis was observed, while in BCR/ABL+ B cell lymphoblastic
leukemia-derived T-cells, glucose uptake and expression of GLUT1 and HK2 was impaired after
in vitro stimulation [91]. Resting T-cells dominantly use oxidative metabolism, but under activation
induce GLUT1, HK2, and aerobic glycolysis [92]. For this induction of glucose uptake and glycolysis,
the mTORC1 pathway plays a crucial role [93,94]. Chronic stimulation of T-cells induces expression
of inhibitory receptors such as PD-1 or CD200 on T-cells, which impair upregulation of mTORC1
signaling and glucose uptake upon restimulation [91]. PD-1 ligation inhibits PI3K/Akt/mTOR signaling
and MYC expression, thereby leading to decreased glycolysis and an increase of lipid oxidation [95–97].
The inhibition of glycolysis leads to an exhausted phenotype of T-cells and further PD-1 expression,
thereby promoting tumor growth and impairing the outcome in B-cell malignancy [98–101]. Promoting
this immunosuppressive effect, it was shown that leukemic and stromal cells increased expression of
PD-L1 and Gal-9, which induces proliferation stop and cell death in T-cells [102,103]. As TReg-cells
rely on oxidative metabolism, they are unaffected by glycolysis inhibition and can still promote
immunosuppression [104,105].

To counteract glycolysis inhibition via anti-PD-1, an increase in GLUT1 expression on CD8+ T-cells
from leukemia-bearing mice was seen [91]. Moreover, the activation of the AKT/mTORC1 signaling
decreased expression of PD-1 and TIM-3 and improved antitumor immunity in a mouse model [91].

As another mechanism of impeding T-cell activation, it was shown that the mitochondrial
biogenesis and fitness of CD8+ T-cells is impaired in CLL patients and the reserve of GLUT1 is
decreased [106]. During activation of physiological T-cells, mitochondrial mass increases to fuel
increased metabolic needs and to stimulate the first step of glycolysis [107–109]. In CD8+ T-cells from
CLL patients, no increase in mitochondrial mass was found after T-cell stimulation [106]. Moreover,
less mitochondrial mass correlated with a higher expression of the inhibitory receptors PD-1, TIM-3,
and LAG-3 [110].
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In this context, it is noteworthy that in CAR-T-cell therapy of CLL, just a minor subset of patients
showed a good response. It was observed that the mitochondrial mass of the injected CAR-T-cells
was positively correlated with complete response, the absence of PD-1, TIM-3, and LAG-3, and the
persistence of the T-cells [106]. This indicates that clinical outcome is linked to the mitochondrial mass
of the CAR-T-cells and that therapeutic efficacy may be enhanced by promoting mitochondrial genesis
during CAR-T-cell production [106].

3.4. Altered Amino Acid Metabolism Influences the Tumor Microenvironment

Amino acids also play a pivotal role in tumor development and progression as they are required
for remodeling of stromal and vascular architecture in the inflamed microenvironment [111]. On one
hand, the sensing of dying cells activates innate immune cells to produce interferons (IFNα, IFNβ,
IFNγ, and TGFβ), which stimulate production of enzymes that catabolize tryptophan (Trp), such as
Indoleamine 2,3 dioxygenase (IDO), and others that catabolize arginine (Arg), such as arginase 1 [111].
On the other hand, it was shown that malignant cells overexpress IDO induced by oncogenic RAS
signaling, proinflammatory COX2 activation or BIN1 inactivation. High IDO expression on tumor
cells correlates with poor outcome after therapy in several tumor types and with poor survival in acute
myeloid leukemia [112–117].

The Arg catabolism product L-ornithine enables cells to generate polyamines, which might
promote tumor development and force tumor-supporting immunity [118,119]. Products of Trp
catabolism are known to be immune-suppressive, such as kynurenine (Kyn) and kynurenic acid,
which are agonists of the aryl hydrogen receptor (AHR). AHR induces the expression of IDO on
dendritic cells, induces generation of TReg-cells, and supports tumor growth by regulation of oncogene
expression, cell survival, and angiogenesis [120–123]. 3-hydroxyanthranilic acid, as another product
of Trp catabolism, inhibits pyruvate dehydrogenase kinase (PDK1) and NF-κB activation, thereby
blocking T-cell proliferation, promoting T-cell apoptosis, and activating TReg-cells [124,125].

As an additional mechanism of increased TReg occurrence, CLL cells highly express CD200.
Binding the CD200-receptor, CD200R, on T-cells, IDO is induced, leading to less active effector T-cells
and TReg induction [126].

In total, malignant cells guide their own metabolism as well as immune cells and fibrocytes
to catabolize more Trp and Arg, which results in immune-suppressive modulations of the tumor
microenvironment. As a consequence of immune suppression, the clinical outcome of patients is
significantly affected. Patients with non-small-cell-lung-cancer and low IDO activity treated with
radiotherapy had a much longer survival than patients with high IDO activity [127]. Moreover, IDO
inhibition or reduction of Kyn in the tumor microenvironment leads to a higher efficacy of cytotoxic
drugs and immune checkpoint inhibitors in preclinical mouse models [128–131].

In Hodgkin lymphoma, histiocytes, macrophages, dendritic cells, and endothelial cells of the
tumor microenvironment express IDO [132]. Higher IDO expression was found in EBV-positive cases,
high Ann Arbor stages, high International Prognostic Score (IPS), and in patients having B-symptoms,
while the mixed cellularity type of Hodgkin lymphoma showed the highest expression and the nodular
sclerosis (NS) type predominantly showed low expression. Nevertheless, in both subtypes, a high
IDO expression was associated with poor overall survival. In NS-type Hodgkin lymphoma, IDO
expression could be seen as an independent prognostic factor. Patients with high IDO expression
and frequent infiltration of CD163+ or CD68+ cells showed a five-year overall survival of just 67.8%,
whereas patients with low IDO expression survived in 91.7% of cases [132].

In conclusion, metabolites of altered pathways such as lactate as well as acidification and alterations
of the amino acid metabolism exert a multitude of effects in nontransformed immune cells, mostly
promoting tumor progression (Figure 1).



Int. J. Mol. Sci. 2019, 20, 4158 7 of 24

Int. J. Mol. Sci. 2019, 20, x FOR PEER REVIEW 7 of 24 

 

 
Figure 1. Graphic overview on the tumor microenvironment as a target of tumor metabolism (A) 
Influence of glycolytic alterations on the tumor microenvironment, (B) Influence of altered amino acid 
metabolism on the tumor microenvironment. Lime green arrows: Upregulation, Red arrows: 
Downregulation 

4. Therapeutic Approaches to Metabolism in B-Cell Malignancies 

Specific alterations of malignant cells or tumor tissues frequently harbor the opportunity for 
therapeutic approaches. As such, tumor metabolism has similarly reached clinical care and numerous 
trials. Moreover, the tumor metabolism both in malignant B-cells as well as in the TME play a pivotal 
role for established therapeutic principles (Table 1). 
  

Figure 1. Graphic overview on the tumor microenvironment as a target of tumor metabolism
(A) Influence of glycolytic alterations on the tumor microenvironment, (B) Influence of altered
amino acid metabolism on the tumor microenvironment. Lime green arrows: Upregulation, Red
arrows: Downregulation.

4. Therapeutic Approaches to Metabolism in B-Cell Malignancies

Specific alterations of malignant cells or tumor tissues frequently harbor the opportunity for
therapeutic approaches. As such, tumor metabolism has similarly reached clinical care and numerous
trials. Moreover, the tumor metabolism both in malignant B-cells as well as in the TME play a pivotal
role for established therapeutic principles (Table 1).

Table 1. Therapeutical agents and their effects on tumor cells and the TME in B-cell malignancies.

Substance Mechanism Phase Effect on Tumor
Cells

Effect on
Microenvironment Reference

AZD3965 MCT1/MCT2
inhibition

Phase I trial
currently
running

proliferation
inhibition

decreased
acidification,
increased immune
response by
macrophages and
T-cells

NCT01791595

bicarbonate countering
acidification preclinical proliferation

inhibition

increased NK-cell
function, longer
persistence of
transferred T-cells

[133–135]

mannose

inhibition of
glycolysis, TCA, PPP,
glycan synthesis;
inhibition of
anti-apoptotic
proteins

preclinical
proliferation
inhibition, cell death
sensitization

(not known) [136,137]

ritonavir +
metformin

GLUT4 inhibition +
ETC complex I
inhibition

Approved for
nonmalignant
indication

CLL cell death, MM
tumor growth arrest,
DLBCL cell line
growth arrest, MCL
cell line growth
arrest

decreased PD-L1
expression,
decreased Treg
infiltration, increased
CD8+ T-cell function

[138–144]
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Table 1. Cont.

Substance Mechanism Phase Effect on Tumor
Cells

Effect on
Microenvironment Reference

enasidinib IDH2 inhibition approved for
RR-AML

AML cell
differentiation

improved neutrophil
count [15,145]

BAY1436032 IDH1 inhibition
Phase I trial
currently
running

AML cell
differentiation,
inhibition of AML
stem cell
proliferation

(not known) [146]

IDH-881 IDH1 + IDH2
inhibition

Phase I trial
currently
running

AML cell
differentiation (not known) [21]

Idelalisib PI3Kδ inhibition approved for FL
and CLL cell death

Treg inhibition,
increased CD8+

T-cell response,
decreased
antibody-dependent
phagocytosis

[147–150]

RP6530 PI3Kδ and -γ
inhibition

Phase II trial
currently
running

cell death
M1 polarization, M2
suppression, blood
vessel apoptosis

[151]

Imatinib inhibition of
glycolysis

approved for
BCR/ABL+-CML
and B-ALL

cell death decreased
acidification [152–154]

AIC-47
inhibition of
glycolysis, inhibition
of FAO

preclinical cell death decreased
acidification [155]

Orlistat lipase inhibition

Approved for
nonmalignant
indication
against obesity

CLL cell death (not known) [156]

Ibrutinib Bruton´s tyrosine
kinase inhibition

approved for
CLL and
RR-MCL

proliferation
inhibition, decreased
CD200 and BTLA
expression

increased CD4+,
CD8+ and Th17 cells,
increased dendritic
cell response,
decreased PD-1,
CTL4 and IL-10
expression, NK-cell
rescue, decreased
phagocytosis of
macrophages and
NK-cells

[150,157–163]

IACS-010759 ETC I inhibition
Phase I trial
currently
running

cell growth arrest (not known) [164]

Etomoxir CPT-1 inhibition no more in
clinical use

resensitization to
Ibrutinib in CLL cells

Inhibition of M2
polarization [165,166]

venetoclax
+
azacitidine

inhibition of
glutathione synthesis

approved for
AML stem cell death (not known) [167,168]

cyst(e)inase inhibition of
glutathione synthesis preclinical

stem cell death (also
in venetoclax +
azacitidine resistant
cells)

(not known) [169]

Pegaspargase asparagine
degradation

approved for
ALL cell death (not known) [170,171]
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4.1. Targeting Glycolysis

As acidification of the tumor microenvironment has that many negative effects on immune cells,
diminishing the acidification as a therapeutic strategy is under investigation. Currently, a Phase I trial
in diffuse large B-cell lymphoma and Burkitt lymphoma is utilizing the MCT1 inhibitor AZD3965,
which inhibits lactate export into the tumor microenvironment and leads to lactate accumulation
in tumor cells (NCT01791595). Moreover, a systemic buffering approach of acidification is under
evaluation. In a murine B-cell lymphoma model, it was shown that NK-cell function increased and
tumor growth was delayed after oral application of buffering bicarbonate [133,134]. Persistence of
transferred T-cells could be improved by oral buffering in mice [135]. To overcome difficulties of
systemic effects, new strategies are under investigation, such as calcium carbonate nanoparticles, which
could be applied intravenously, that release bicarbonate in dependency of the local acidity [172].

Recent reports suggest the administration of mannose as having a positive impact on antitumor
therapy. Mannose is taken up by the same transporters as glucose but cannot be degraded and
accumulates as mannose-6-phosphate in the cell; subsequently glycolysis, the TCA cycle, the
pentose-phosphate pathway, and glycan synthesis are inhibited [136,137]. Through this metabolic
inhibition, proliferation of K562 leukemia and other tumor cell lines were decreased in vitro and
in vivo. Mannose alone did not influence tumor cell viability, but it was shown that it significantly
increases cell death and leads to significantly increased life expectancy in tumor-bearing nude mice
when given in combination with cisplatin or doxorubicin [137]. This effect might be driven by a
decrease of antiapoptotic proteins of the B-family after mannose application, leading to sensitization to
cell death-inducing agents [137]. Further studies have to show if mannose application could also have
a positive impact on the outcome of leukemia or lymphoma treatment.

A combined targeting of glycolysis and OxPhos is currently under investigation in several B-cell
malignancies. The combined application of ritonavir, an inhibitor of the GLUT4 transporter and
thereby glycolysis, in combination with metformin, inhibiting the electron transport chain (ETC)
complex I and thereby OxPhos and leading to energy depletion thereby inhibiting the activation
of mTORC1, leads to significant tumor regression in multiple myeloma mouse models and to cell
death in primary CLL patient samples [138–140,173]. Under cotreatment, activation level of pAMPK,
supporting oxidative phosphorylation, and of pAKT, supporting glycolysis, are decreased in multiple
myeloma mouse [140,174,175]. Moreover, the phosphorylation of mTORC1 is suppressed, and lower
pAKT and pmTORC1 levels lead to less MCL-1 expression [176]. High MCL-1 levels correlate with
resistance to several chemotherapeutic agents and a lower event-free survival in multiple myeloma [140].
By using combinational therapy of ritonavir plus metformin in DLBCL and MCL cell lines, a decrease
of cell growth was observed [140]. These results might indicate a second medical use of already
FDA-approved drugs in clinical use for metabolism-directed therapies in B-cell malignancies. It has
been shown that metformin increases the amount of tumor-infiltrating lymphocytes and the activity of
CD8+ T-cells [141–143]. Moreover, the amount of TReg-cells is diminished [144]. So far, it remains to be
clarified if metformin has a tumor suppressive or supporting effect on TAMs or vascularization [177].

4.2. Targeting Isocitrate Dehydrogenase Mutation

In about 20% of the AML cases, a mutation in the isocitrate dehydrogenase (IDH) is found [16,178].
As described above, IDH mutation leads to 2-hydroxyglutarate (2-HG) production, and increased
expression of HIF1α, thereby promoting DNA hypermethylation, resulting in impaired cellular
differentiation and promotion of leukemia development and increased glycolysis for energy
production [22,179]. To treat this mutation affecting cellular metabolism, several IDH inhibitors
are currently under investigation. Clinical studies for newly diagnosed IDH1- or IDH2-mutated
AML with IDH inhibitors used as monotherapy, in combination with intensive chemotherapy or
with 5-azacitidine for unfit patients are running [21]. Enasidinib selectively inhibits IDH2, induces
differentiation of leukemic cells, and leads to rapid improvement of absolute neutrophil count [15,145].
As enasidinib achieved high objective response rates, complete remission rates, and overall survival in
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refractory/relapsed AML with IDH2 mutation, FDA-approval was granted in 2017. Currently, a phase
3 clinical trial is evaluating enasidinib versus conventional care in older patients with IDH2-mutated
AML and relapse or refractory disease after second- or third-line treatment (NCT02577406) [21]. As a
selective inhibitor of IDH1, BAY1436032 is currently tested in a clinical phase 1 trial. BAY1436032 has
shown suppression of 2-HG, induction of AML cell differentiation, inhibition of cell cycle progression
and self-renewal of leukemic stem cells in vitro as in vivo in preclinical studies [146]. Furthermore,
BAY1436032 is able to cross the blood–brain barrier [180]. As a dual inhibitor of IDH1 and IDH2,
IDH-881 is being tested in a phase 1 clinical trial after showing reduction of 2-HG and the ability to
cross the blood–brain barrier [21].

Due to the increase of 2-HG, IDH-mutated AML cells are highly dependent on antiapoptotic
Bcl-2 [6]. 2-HG inhibits cytochrome-c oxidase, which would lead to activation of proapoptotic BAX
and BAK and thereby to cell death, if Bcl-2 would not inhibit these proapoptotic factors [6].

4.3. Targeting PI3K Alterations

Regarding the dysregulated PI3K/AKT/mTORC1 pathway in B-cell malignancies, it was shown
that the γ and δ isoforms of PI3K are overexpressed in the Hodgkin and Reed/Sternberg cells of
Hodgkin lymphomas [147]. PI3Kδ is highly expressed in hematopoietic tissues and regulates survival,
activation, proliferation, and homing of B-cells.

As an approved therapeutic agent, the PI3Kδ inhibitor idelalisib is approved for treatment of
follicular lymphoma and CLL [148,149]. Regarding effects on the tumor microenvironment, on
one hand, idelalisib increases the CD8+ T-cell response and inhibits Treg-cells; on the other hand,
it decreases antibody-dependent phagocytosis by macrophages [150,151]. Currently, the dual PI3Kδ/γ

inhibitor RP6530 is under clinical investigation in Phase II trials in Europe and the United States.
RP6530 showed high antiproliferative and cytotoxic activity in Hodgkin lymphoma cell lines and
xenograft mouse models [181]. The PI3Kδ/γ inhibitor downregulates genes involved in glycolysis,
HIF1α-, MAPK-, JAK/STAT-, IL2-, IL4/STAT5-, MYC-signaling, and cell proliferation, wherein the most
influencing downregulated gene is PKM2. Moreover, genes playing a role in cell death, apoptosis,
and cell-cycle deregulation are upregulated [181]. In total, RP6530 leads to downregulated lactic acid
production in lymphoma cells and in macrophages. By inhibition of lactate production in lymphoma
cells, RP6530 interrupted immune-suppressive polarization of macrophages through cancer cells [181].
Immunosuppressive M2 macrophages were more sensitive to the PI3Kδ/γ inhibitor than proinflammatory
M1 macrophages, most likely due to M2 macrophages harboring higher levels of PI3Kδ compared
to M1 macrophages. By activating STAT1 phosphorylation and inhibiting STAT6 phosphorylation,
RP6530 directly promotes proinflammatory M1 polarization [181]. Under dual PI3Kδ/γ inhibition,
a decrease of macrophage-attracting chemokines (i.e., CSF-1, CCL5, TARC/CCL17) is seen and leads to a
significant reduction of F4/80+ TAMs in Hodgkin lymphoma xenografts. The reduction of circulating
suppressive monocytes in Hodgkin lymphoma patients’ blood under RP6530 treatment correlated with
clinical outcome [181]. Responsive patients had significant reduction of thymus and activation-regulated
cytokine (TARC), which is an M1 macrophage suppressor, so that TARC level might be used as a marker
of response. The M1 induction through dual PI3Kδ/γ inhibition was also followed by strong reduction of
proangiogenic factors (EGF, VEGF, HIF1α), leading to endothelial cell apoptosis, which might explain the
increased necrotic areas in the tumors under RP6530 treatment [181].

In total, RP6530 reaches its therapeutic potential through direct cytostatic and cytotoxic effects
on the lymphoma cells, a proinflammatory polarization of macrophages, depression of immuno-
suppressive macrophages, and apoptosis of tumor-fueling blood vessels.

4.4. Targeting Fatty Acid Oxidation and Oxidative Phosphorylation

For treatment of CML and Ph+-B-ALL, BCR-ABL inhibitors, such as imatinib, are established
treatment principles also utilizing metabolic downstream effects [152,153]. Through inhibition of the
kinase domain, imatinib leads to strong suppression of glycolysis with decreased levels of HK2, LDHA,
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and PKM2, and lower expression of GLUT1, thereby leading to lower lactate secretion [154,155,182].
This might lead to a better immune response of the tumor microenvironment. Simultaneously,
the CML cells upregulate OxPhos and fatty-acid oxidation (FAO), so that the ATP levels could be
maintained [90,183]. Increase in FAO is achieved by upregulating the rate-limiting enzyme carnitine
palmitoyl transferase 1C (CPT1C), and by activating the AMP-activated protein kinase (AMPK), which
leads to acyl-CoA carboxylase (ACC) inhibition and thereby to FAO increase [184,185]. FAO not only
rescues ATP levels, but also leads to chemoresistance [186]. These compensatory metabolic adaptations
might lead to less efficacy of imatinib, a worse outcome, and the appearance of resistance or relapse.

Currently, AIC-47 is being tested in preclinical trials. AIC-47 not only inhibits BCR-ABL
phosphorylation, but suppresses the expression of the protein itself [183]. AIC-47 also achieves cell
death through inhibition of glycolysis. In contrast to imatinib, ATP levels are decreased by AIC-47. This
might be due to the fact that after AIC-47 treatment, the expression of CPT1C and AMPK are decreased
and thereby the compensatory upregulation of FAO is abrogated [183]. In a leukemia mouse model,
AIC-47 led to higher decrease of hepatosplenomegaly than imatinib without significant toxicity [187].
As leukemia stem cells are maintained at least in part by FAO and are responsible for relapse, the
use of AIC-47 might reveal superior results in comparison to imatinib [188]. Combining imatinib and
AIC-47 treatment, strengthened inhibition of glycolysis, and synergistic cytotoxicity was observed in
leukemia cell line K562 and KCL-22 and in human BCR/ABL-positive CML cells [183].

In total, AIC-47 might overcome imatinib resistance by preventing metabolic escape mechanisms,
and might increase therapeutic success, used as single agent or in combination. However, this
hypothesis remains to be elucidated in clinical trials.

In CLL, fatty acids are also used as a source for OxPhos [189]. STAT3 is constitutively activated in
CLL cells and leads to lipoprotein lipase (LPL) expression, which increases the uptake of lipoproteins
and their hydrolysis into free fatty acids (FFAs) [63,190,191]. The FFAs are used as fuel for OxPhos
and moreover bind to PPAR-α, which thereby activates the transcription of enzymes necessary for
OxPhos [62,192]. LPL expression is also promoted by BCR signaling and could be seen as a prognostic
factor in CLL [156,193]. As a junction of several dysregulated signaling pathways in CLL, LPL might
be a promising therapeutic target. Indeed, the lipase inhibitor orlistat induced apoptosis and cell death
in primary CLL cells and showed additive cytotoxicity when combined with fludarabine [164].

In cases of ibrutinib resistance, a Bruton´s tyrosine kinase inhibitor approved for relapsed/refractory
mantle cell lymphoma (MCL) and CLL, metabolic escape mechanisms have been identified.

Interestingly, upon ibrutinib resistance in MCL, no mutations in the BCR or NF-κB signaling pathway
are found, but there is increased expression of genes involved in OxPhos, mTOR signaling, and cell cycle
regulation and MYC-related genes [194]. A higher glutamine uptake, higher glutaminase expression,
and a higher level of α-ketoglutarate could be seen in ibrutinib-resistant MCL cells, as well as a higher
oxygen consumption rate [194]. In total, glutamine metabolism and OxPhos seem to be upregulated
upon ibrutinib resistance and therefore might be potential therapeutic targets. Glutamine deprivation
or inhibition of glutamine metabolism by amino-oxyacetate leads to a decreased oxygen consumption
rate and the induction of ROS and energy stress in the resistant cells, suggesting that glutamine is the
primary substrate for OxPhos and antioxidative glutathione production is needed in resistant MCL cells
to maintain redox balance upon increased mitochondrial activity [194]. Inhibition of the ETC complex I by
IACS-010759 decreases proliferation in the resistant MCL cells. By combining ETC complex I inhibition
and glutamine metabolism inhibition, even greater ROS production could be observed.

In summary, increased mitochondrial OxPhos energy production might be the metabolic escape
mechanism in ibrutinib-resistant MCL cells [194]. This mechanism could be driven by the upregulation
of the glutamine transporter SLC1A5 in resistant cells, which leads to increased glutamine uptake
and the activation of mTORC1 signaling [194,195]. mTORC1 itself regulates glutamine metabolism
via MYC and glutaminase. This results in increased glutamine uptake; as such, ibrutinib-resistant
MCL cells might induce a potential feedback-mechanism to escape from BTK-signaling reliance for
energy production [56]. In an ibrutinib-resistant MCL PDX mouse model generated out of primary
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ibrutinib-resistant MCL cells, inhibition of ETC complex I by IACS-010759 led to complete inhibition
of tumor growth and extended survival without any apparent toxicities [194]. This result was also
achieved by using a PDX mouse model created from ibrutinib-resistant primary cells of a double-hit
(MYC, BCL-2) B-cell lymphoma [194]. Currently, a Phase I trial with IACS-010759 is ongoing.

In the case of ibrutinib resistance in CLL, it was observed that mutations most frequently occur
in BTK or its target PLC2 [165]. Nevertheless, a decrease in glutamate secretion was observed in
resistant cells upon ibrutinib treatment [196]. Moreover, an increase of FAO in CLL cells is described
and an inhibition of free fatty acid synthesis through ibrutinib has been reported [166,189,197].
Through glutamate accumulation fueling the TCA cycle and increasing FAO, resistant CLL cells
might preserve their energy production. To inhibit FAO and overcome resistance, the carnitine
palmitoyl transferase (CPT1) inhibitor etomoxir was evaluated and achieved resensitization towards
ibrutinib-induced cytotoxicity in ibrutinib-resistant CLL patient samples [196]. Moreover, etomoxir
leads to suppression of immune-suppressive polarization of macrophages; thereby, antitumor immunity
might be increased [198]. Unfortunately, etomoxir led to severe hepatotoxicity in clinical practice, but
the inhibition of FAO might still be a promising concept.

Inhibition of the glutamine metabolism might also be a target in ibrutinib-sensitive CLL cells, as
an increased sensitivity to glutaminase inhibition was observed in del11q-positive cells [157].

Ibrutinib itself has a wide influence also on the tumor microenvironment. It leads to less CD200
and BTLA expression in CLL cells and to less IL-10 secretion; therefore, immunosuppression might be
decreased [158]. After ibrutinib treatment, an increase of CD4+ and CD8+ T-cells, particularly along with
tumor antigen-specific T-cells, is observed in CLL patient samples. This might be mediated through the
decrease of activation-induced cell death (AICD) upon ibrutinib application [158]. Moreover, ibrutinib
leads to increased response of CD8+ T-cells in vitro and in vivo through inhibition of IL2-inducible
T-cell kinase (ITK), and increases Th17 cells, leading to increased dendritic cell response and improved
survival in CLL patients [159,160,199]. CD4+ and CD8+ T-cells express less PD-1 and CTL-4 upon
ibrutinib treatment and in the context of lymphoma mouse models, an increased T-cell antitumor
immune response as well as potentiated efficacy of immune checkpoint blockade could be observed
after ibrutinib application [158,200,201]. Here, it is noteworthy that an increased response of anti-CD19
CAR-T-cell therapy was observed in MCL when ibrutinib was added [161]. As another branch
of potential antitumor effector immune cells, NK-cells were also rescued from AICD by ibrutinib.
Macrophages were polarized toward CD8+ T-cell supporting and away from an immune-suppressive
phenotype but their phagocytosis rates have been described to be decreased [151,158,162,163,202,203].
Of note, most of these effects on the tumor microenvironment could not be achieved with the second
generation BTK inhibitor, acalabrutinib, which is more selective to BTK and, in contrast to ibrutinib,
does not target ITK [158].

4.5. Targeting the Pentose-Phosphate Pathway

In multiple myeloma (MM), resistance to melphalan can appear due to metabolic changes. In the
resistant cells, most of the glycolytic and pentose-phosphate pathway (PPP) enzymes are upregulated,
whereas proteins of the TCA cycle and ETC are downregulated [204]. This switch is also seen in cancer
cells using the Warburg effect [167]. The PPP-enzyme glucose-6-phosphate-dehydrogenase is the
most upregulated enzyme in melphalan-resistant MM cell lines. The pyruvate dehydrogenase kinase
inhibitor dichloracetate, used for glycolysis inhibition, leads to increased ROS in the resistant cells,
and, in combination with melphalan, to induction of apoptosis [204]. In the resistant cells, a higher
level of lactate but less lactate secretion was observed. Higher lactate levels might be used to produce
a pseudohypoxic condition, which leads to upregulation of NF-κB/IL-8 and VEGF signaling [204].
Higher IL-8 and VEGF was observed in melphalan-resistant MM cell lines and this might lead to
promotion of survival and proliferation by induction of PI3K/mTOR and STAT3 signaling. Indeed,
PI3K inhibition led to cytotoxicity in the resistant cells, underlying increased IL-8/VEGF-signaling and
subsequent upregulation in glycolytic pathways as a possible resistance mechanism [204].
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4.6. Targeting Amino Acid Metabolism

Targeting amino acid metabolism is also under investigation as a strategy of treatment in AML.
AML stem cells rely on oxidative phosphorylation for survival [169]. Stem cells utilize cysteine for
glutathione synthesis, which is then required for glutathionylation of succinate dehydrogenase A
(SDHA). SDHA serves as a component of the electron transport chain. Upon cysteine depletion, ATP
production particularly in AML stem cells is impaired, thereby leading to cell death [168]. Recently,
venetoclax + azacitidine was approved for first line therapy in AML. It was shown that this regime
decreased levels of cysteine and glutathione, as well as the glutathionylation of SDHA in the leukemic
cells [169,205]. Upon resistance to venetoclax + azacitidine, no more decrease of the metabolites is seen,
indicating that the stem cells might employ this metabolic pathway as an escape strategy [168,169,205].
This resistance mechanism may be countered by attribution of cyst(e)inase, a cysteine degrading
enzyme, which also eradicates stem cells in AML patient samples without having negative effects on
normal human stem cells [168].

In venetoclax resistance of CLL, genomic alteration of PD-L1 has been detected but the respective
functional impact remains to be elucidated [206].

Finally, ALL relies on supply of amino acids—particularly asparagine for cell growth and
survival—while ALL cells express asparagine synthetase at a low level [170]. In this line, the use of
pegaspargase is an established clinical practice, which hydrolyses asparagine into aspartic acid and
ammonia and is implemented in a multiagent chemotherapy in first-line treatment of ALL [171,207].
Here, pegaspargase was shown to mediate inhibited protein, DNA-, and RNA-synthesis, and to induce
cell death in ALL [208]

5. Metabolism in B-Cell Malignancy—Exploiting Specific Vulnerabilities for Tailored Therapy

In conclusion, it has become obvious that metabolic processes are a distinct hallmark of cancer.
The functional impact of altered tumor metabolism is not only limited to the compartment of
malignant cells but has to be assessed with the perspective of the tumor microenvironment and
immune regulation. Summarizing the various modes of influencing metabolism in B-cell malignancies,
alterations of oxidative phosphorylation, glucose, and fatty acid metabolism stand out. With these
results at hand, translational approaches have been implemented with promising results and first clinical
implementations. Our deepened understanding of tumor metabolism has also connected novel findings
in the tumor metabolism field to already established therapeutic concepts. Targeting metabolism
to influence the cancer cells and the tumor microenvironment has already become an established
therapeutic principle in hematological cancer treatment and might bear large potential for new
effective and better tolerated therapeutic strategies in newly diagnosed and relapsed/refractory B-cell
malignancies. Improving the metabolomic methodology and functional assessment of metabolism in
B-cell malignancy remains a promising challenge in the field towards improved diagnostics and therapy.
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