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Simple Summary: This review focuses on eradicating cancer by targeting a surface protein expressed
on the endothelium—E-selectin—with a novel drug, uproleselan (GMI-1271). Blocking E-selectin
in the tumor microenvironment acts on multiple levels; uproleselan was shown (i) to inhibit cancer
cell tethering, rolling and extravasating, i.e., cancer dissemination, (ii) to reduce adhesion and lose
stem cell-like properties, (iii) to mobilize cancer cells to circulation where they are more susceptible
to chemotherapy, which altogether contributes (iv) to overcome drug resistance. Uproleselan has
been tested effective in leukemia, myeloma, pancreatic, colon and breast cancer cells, all of which can
be found in the bone marrow as a primary or as a metastatic tumor site. In addition, uproleselan has
a good safety profile in patients. It improves the efficacy of chemotherapy, reduces side effects such
as neutropenia, intestinal mucositis and infections, and extends overall survival.

Abstract: E-selectin is a vascular adhesion molecule expressed mainly on endothelium, and its
primary role is to facilitate leukocyte cell trafficking by recognizing ligand surface proteins. E-selectin
gained a new role since it was demonstrated to be involved in cancer cell trafficking, stem-like
properties and therapy resistance. Therefore, being expressed in the tumor microenvironment, E-
selectin can potentially be used to eradicate cancer. Uproleselan (also known as GMI-1271), a specific
E-selectin antagonist, has been tested on leukemia, myeloma, pancreatic, colon and breast cancer cells,
most of which involve the bone marrow as a primary or as a metastatic tumor site. This novel therapy
disrupts the tumor microenvironment by affecting the two main steps of metastasis—extravasation
and adhesion—thus blocking E-selectin reduces tumor dissemination. Additionally, uproleselan
mobilized cancer cells from the protective vascular niche into the circulation, making them more
susceptible to chemotherapy. Several preclinical and clinical studies summarized herein demonstrate
that uproleselan has favorable safety and pharmacokinetics and is a tumor microenvironment-
disrupting agent that improves the efficacy of chemotherapy, reduces side effects such as neutropenia,
intestinal mucositis and infections, and extends overall survival. This review highlights the critical
contribution of E-selectin and its specific antagonist, uproleselan, in the regulation of cancer growth,
dissemination, and drug resistance in the context of the bone marrow microenvironment.

Keywords: selectins; E-selectin; uproleselan; cancer

1. Introduction

E-selectin, a vascular adhesion molecule, plays a pivotal role in cell trafficking in both
physiological and pathophysiological conditions. It is involved in extravasation, hom-
ing, adhesion, proliferation, stemness/cell dormancy, and drug resistance of leukocytes,
hematopoietic stem cells (HSCs), and cancer cells. E-selectin is a potentially promising
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target for several therapeutic and medical imaging applications due to its overexpression
in tissues affected by inflammation, infection, or malignancy.

E-selectin plays an important role in the interaction of cancer cells with the bone
marrow (BM) microvasculature; hence, impeding these interactions not only blocks cell
tethering, rolling and extravasating but also mobilizes cancer cells to circulation where
they are more susceptible to chemotherapy [1]. One of the current methods used to
eradicate cancer cells is to cause programmed cell death, also known as anoikis, which
occurs in adhesion-dependent cells when they are forced to detach from the environment
and the surrounding extracellular matrix (ECM) or are prevented from homing into a
new protective BM niche [2]. A number of newly developed drugs aim to cause this
programmed cell death through the disruption of the tumor microenvironment (TME)
in order to target the cell–cell and cell–ECM interactions by targeting E-selectin on the
supporting cells such as endothelial cells [3,4]. Moreover, there is increasing evidence
showing that immune cell accumulation in the tumor as a response to chemotherapy
contributes to tumor survival, less efficacious therapy, and adverse clinical events [5].
Therefore, another strategy to the improved therapeutic effect of chemotherapy is by
blocking E-selectin-mediated infiltration of immune cells into tumors, as demonstrated in
the breast cancer model [6].

This review focuses on the novel glycomimetic E-selectin antagonist, uproleselan
(GMI-1271; GMI-1687), as an adjuvant cancer therapy. Preclinical studies demonstrated
that uproleselan disrupts the interaction between the BM microenvironment and cancer
cells, including leukemia, myeloma, colon, prostate, pancreatic and breast cancer cells.
The results of blocking E-selectin with uproleselan were determined in vitro—where it
reduced adhesion, chemotaxis, trans-endothelial migration and stroma-induced drug
resistance and in animal models—where it induced stem and cancer cell mobilization
from the BM to circulation and resensitized cancer cells to chemotherapies. Supporting
evidence demonstrates that combination treatment with uproleselan reduced multiple
myeloma (MM) resistance to carfilzomib and lenalidomide, as well as acute myeloid
leukemia (AML) to cytarabine, and enhanced their therapeutic effects demonstrated by
reduced tumor growth and prolonged mice survival. Moreover, uproleselan has been
successfully used in clinical trials to treat patients with AML and demonstrated improved
efficacy of chemotherapy and reduction of side effects such as neutropenia and infections.
The trials on MM are undergoing. Based on the promising preclinical and clinical findings,
targeting E-selectin has clear potential as an adjuvant cancer therapy.

2. The Role of E-Selectin in Cancer Pathophysiology
2.1. Inhibition of Selectins as a Therapeutic Strategy in Cancer

There are 3 types of selectins with a distinctive tissue expression—E-(endothelium),
L-(leukocytes), and P-(platelets) selectin [1]. Selectins are major cell-surface adhesion
molecules that serve as biologic brakes, rapidly decelerating leukocytes as they tether and
roll on the endothelium [1,7]. Despite the low binding affinity between selectins and their
ligands, it is crucial for the leukocytes to reach their destination. Following the rolling step,
chemoattractant-activated leukocytes further increase the affinity to the integrins (such
as VLA4) [8–12], then squeeze between the endothelial cells (ECs) and extravasate into
specific tissues [13]. However, not only leukocytes cell trafficking is regulated by selectins,
but also cancer cell adhesion, chemotaxis, stemness of the HSCs and cancer (stem) cells,
and the response to anticancer drugs.

Disrupting the interaction between tumor cells and the endothelium and the TME
affects cancer cell dissemination and sensitization to therapy—this can be achieved by
blocking selectins [14–23]. The blockade of selectins allows for the mobilization of cancer
cells, causing anoikis, which further increases their sensitivity and thus enhances the
efficacy of chemotherapy. It appears that each selectin plays a major role and/or has
been investigated in certain cancer models. For instance, E-selectin has been shown to
be a key receptor in leukemia [24,25], myeloma [23], as well as in solid tumors such as
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pancreatic [26–28], prostate [29,30], colon [31,32] and breast [33–35] cancer cells. L-selectin
has been shown to be a key receptor for chronic lymphocytic leukemia [20,36]. Moreover,
P-selectin has been shown to play an important role in myeloma [15,18,22,23].

2.2. The Role of E-selectin in Cancer Progression

E-selectin, also known as CD62E, is constitutively expressed on vascular endothelium,
and in BM stromal cells [23,25]. Moreover, E-selectin is upregulated in microvasculature in
the presence of tumors that commonly metastasize to the bone marrow. There is a number
of E-selectin ligands that are expressed on migrating cancer cells (Table 1) including
E-selectin ligand (ESL-1) [37], L-selectin (CD62L) [38], P-selectin glycoprotein ligand-1
(PSGL-1, CD162) [15,18,22,39–42], CD43 [43,44], homing cell adhesion molecule 1 (HCAM1;
CD44) [35,42,45,46], death receptor 3 (DR-3) [31,32] and cutaneous lymphocyte-associated
antigen (CLA) [45,46].

Table 1. E-selectin ligands expressed in cancer.

E-Selectin Ligand Full Name Expression in Cancer References

ESL-1 E-selectin ligand Prostate [47,49]

PSGL-1 P-selectin glycoprotein
ligand-1; CD162

MM
AML

[15,18,22]
[40,42]

L-selectin CD62L CLL [36]

CD43 Leukosialin, sialophorin,
galactoglycoprotein

ALL
DLBCL

CLL
Lung

[43]
[48]
[50]
[51]

CD44 Homing cell adhesion
molecule 1 (HCAM1)

AML
Breast

[42,52]
[35]

DR-3 Death receptor 3 Colon [31,32]

CLA
Cutaneous

lymphocyte-associated
antigen

AML
MM

[17]
[47,49,53]

Abbreviations: MM, multiple myeloma; AML, acute myeloid leukemia; CLL, chronic lymphocytic
leukemia; ALL, acute lymphocytic leukemia; DLBCL, diffuse large B-cell lymphoma.

Frequently, overexpression of functional cancer surface proteins serves as a biomarker
for cancer progression and patients’ response to treatment. For instance, recent evidence
suggested that CLA can play such a role in AML [17] and MM [45]. Chien et al. examined
CLA expression in almost 90 AML patient samples from the peripheral blood and the
BM and found a 4-fold higher expression for relapsed/refractory patients than for newly
diagnosed AML patients [17]. These results were in line with increased CLA expression in
cancerous plasma cells from relapsed/refractory patients compared to newly diagnosed
MM patients [15,47,48]. Moreover, it was shown that CLA was increased in hypoxic MM
cells, indicating the progression of MM to more advanced stages. In the mouse model,
CLAhigh MM cells were more aggressive, metastasized faster facilitating tumorigenesis,
and contributed to bortezomib-mediated resistance in vivo that was reversed by blocking
E-selectin [45,46]. It was also demonstrated that MM cell rolling on E-selectin in vitro was
proportional to CLA levels [45]. Furthermore, circulating tumor cells were more CLA
positive in relapsed MM patients than in the one isolated from the BM [45], indicating more
invasive and metastatic cancer cells. These results imply that CLA undergoes dynamic
changes with cancer growth and metastasis, its expression was unfavorable and correlated
with worse prognosis and thus could be a potential biomarker of tumor progression and a
prognostic factor of drug resistance development.
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2.3. Signaling Pathways Regulated by E-Selectin

Some of the signaling pathways involved in E-selectin-mediated cancer functions were
shown to include p38 and extracellular signal-regulated kinases (ERK)/mitogen-activated
protein kinases (MAPK) ERK/MAPK), phosphatidylinositol 3-kinases (PI3K) and nuclear
factor kappa-light-chain-enhancer of activated B cells (NF-kB), Wnt and Hedgehog (Table 2).
The p38 and ERK MAPK pathways were shown to be involved in the migratory capabilities
of colon cancer [31,32]. Esposito et al. demonstrated that the Wnt pathway is induced
in breast cancer cell metastasis to the bone through activation of mesenchymal-epithelial
transition (MET) and induction of stemness at the new metastatic site [54].

Table 2. E-selectin-mediated signaling pathways.

E-Selectin-Mediated
Function Signaling Pathway Role Reference

Cell Trafficking and
metastasis

p38
ERK/MAPK Pro-migratory [31]

[32]

Adhesion and tumor
growth

NF-kB and PI3K
ERK/AKT

Wnt

Pro-survival
Antiapoptotic

[32]
[42,55,56]

[57]

Stemness and
self-renewal

Wnt
Hedgehog Maintaining stemness [54,57]

Drug resistance ERK/AKT
NF-kB

Chemoresistance
Pro-survival [32,42,55,56]

A mechanism of E-selectin-mediated tumor adhesion and proliferation was demon-
strated to be regulated by pro-survival NF-kB and ERK signaling pathways [32,42,55,56].
Porquet et al. demonstrated that DR-3 overexpressed on HT29 and SW620 colon cancer
cells interact with E-selectin, activates the antiapoptotic PI3K/NF-kB pathways, thus pro-
tects cancer cells from apoptosis [32]. Following the inhibition of PI3K and AKT pathways
concurrently, the colon carcinoma cell apoptosis was increased as demonstrated by cleaved
caspase-8 and caspase-3, as well as DNA fragmentation assay [32].

E-selectin is also considered a self-renewal regulator [53] by activating the cancer
stemness [54,57]. Bone-homing cancer cells, especially hematological malignancies, are
“hiding” in the protective and discrete E-selectin+ BM milieu that facilitates dormancy and
stemness in that niche. E-selectin slows down cell division promoted by direct activation
of the pro-stemness Wnt [54,57] and Hedgehog pathways (as shown in AML blasts and
leukemia stem cells) [57], and pro-survival NF-kB signaling pathway [42,55,56]. It was
shown that E-selectin contributes to chemotherapy resistance through cancer pro-survival
(ERK/AKT), NF-kB and antiapoptotic pathways [32,42,55,56].

There is growing evidence showing that E-selectin is involved in several aspects of
cancer pathophysiology:

2.3.1. Cell Trafficking and Metastasis

It has been shown that cancer cells, especially hematological malignancies, use a simi-
lar system of cell trafficking to leukocytes [12,13,15,25,58]. E-selectin is involved in cancer
cell trafficking and metastasis through regulating homing and engraftment [23,33,40,59,60].
Metastatic dissemination is initiated and tightly regulated by the interactions between
activated E-selectin and their counter-ligands [7,29,30,40,61]. In addition, it was shown
that soluble E-selectin (which sheds from the activated endothelium) contributes to CD44-
expressing breast cancer cells migration and shear-resistant adhesion, facilitating leukocytes
and cancer cells homing to tissues [35]. Therefore, hindering cancer cell migratory abilities
by blocking E-selectin and/or their ligands is believed to hamper cancer cell extravasation
and formation of new metastatic lesions in distant organs, all of which also has been scruti-
nized by specifically targeting E-selectin [7,15,19,22,29,62,63]. This interaction, however,
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may be tumor-specific since in vivo E-selectin knockout studies demonstrated that lung
metastasis is not affected by the genetic deletion of E-selectin [54,55].

2.3.2. Adhesion and Tumor Growth

E-selectin is a major vascular adhesion molecule [1,19]. E-selectin overexpression in
cancer contributes to tumor growth due to adhesion-mediated pro-survival and antiapop-
totic pathways supporting cancer proliferation. This is induced by the interaction between
cancer cells with the BM microenvironment, with selectin-expressing ECs and stromal
cells [15,22,32]. E-selectin is involved in cancer adhesion and adhesion-dependent cancer
survival and proliferation [56]. Blocking selectins with monoclonal antibodies, by silencing
the gene or by using the pan-selectin inhibitor (Rivipansel, GMI-1070), inhibited tumor
adhesion dynamics and adhesion-mediated proliferation.

Additionally, Morita et al. demonstrated that E-selectin in breast cancer vasculature
promotes immune cell accumulation, which facilitates tumor growth [6]. Thus, blocking
E-selectin with aptamer (ESTA) significantly decreased CD45+ immune cell tumor homing
in doxorubicin-treated mice, causing inhibition of tumor growth and lung metastasis. These
results imply that tumor growth can be indirectly controlled by immune cell homing to
the tumor through E-selectin regulation. Moreover, soluble E-selectin in the serum was
described to facilitate circulating CD44-expressing cancer cells and immune cells homing
to tissues, thus contributing to tumor metastasis and growth [35].

2.3.3. Stemness and Self-Renewal

E-selectin is involved in HSC and cancer stemness and dormancy [25,55,57,64]. E-
selectin is vital to hematopoiesis in terms of its ability to maintain steady-state expression
in the BM vasculature and to retain HSCs proliferation [25]. Interestingly, the absence or
blockade of E-selectin resulted in an increased proportion of quiescent HSCs, enhanced HSC
survival by promoting chemoresistance [25]. Therefore, due to higher HSCs recuperation
and lower BM toxicity through accelerated blood neutrophil recovery, mice with E-selectin
−/− were able to survive chemotherapy 2–6-fold better than the control group; after
treating both groups with antimetabolite cytotoxic 5-fluorouracil (5-FU), E-selectin −/−
mice survived over 140 days while wild-type mice only survived about 48 days [57,65].

BM is hijacked by cancer cells explicitly metastasizing to the bone and utilizing this
E-selectin-rich environment to become quiescent and stem-cell-like [54]. On top of that,
it is facilitated by physoxia (low physiological oxygenation) present in the BM, which
in the presence of the growing and expanding tumor drops, even more, contributing to
hypoxic conditions mediating further stemness and drug resistance [58,64]. The presence
of cancer cells in the BM is unnatural and contributes to a stressful and inflammatory
environment, topped by the overexpression of E-selectin in the microvasculature [23,57,65].
Since chemotherapeutics mainly kill rapidly dividing cells, BM acts as a shield for the
dormant cancer stem cells protecting them from killing [25,55,59].

2.3.4. Drug Resistance

E-selectin is also involved in cancer drug resistance [15,16,66,67]. It was shown in
MM and leukemia that cancer cells are protected from cytotoxic drugs due to the cell
interaction with the BM vasculature inducing pro-survival signals, thus promoting cancer
progression [59]. It was shown that leukemic cells with a stronger ability to bind E-selectin
were 12-fold more resistant to chemotherapy in the AML mouse model [16]. In addition,
gaining adhesion properties by cancer cells in suspension due to cytotoxic drug exposure,
upregulated ligands and/or receptors and, as a result, conveyed drug resistance [60]. For
instance, cancer cells (such as MM) overexpressing the E-selectin ligand, such as CLA, were
more aggressive and more resistant to proteasome inhibitors, including bortezomib [23,45].
In addition, inhibition of these interactions using the pan-selectin inhibitor Rivipansel
(GMI-1070) reversed the adhesion-mediated drug resistance induced by ECs and BM
stroma in preclinical models through the sensitization of MM cells to bortezomib, which
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improved survival of the MM-bearing mice [15]. However, poor pharmacokinetics and
a short half-life of Rivipansel requires administration of high concentration, making it
inconvenient for patients. Therefore, there is a need for a selectin-specific inhibitor with
better pharmacokinetics. With growing evidence demonstrating that E-selectin is involved
in tumor progression and recurrence through regulation of metastasis, adhesion, stemness
and drug resistance—specifically targeting E-selectin became of high interest and high
importance.

3. Uproleselan in Cancer Therapy

The field of glycobiology in cancer has emerged since anomalous glycosylation pat-
terns, and sialic acids and sialic acid-containing glycoconjugates associated with tumors
became attractive targets for anticancer therapies. The idea started with the investigation of
an enzyme called sialyltransferase (ST3 Gal-6) that mainly functions to generate E-selectin
ligands. E-selectin recognizes sialylated carbohydrates/fucosylated glycoprotein ligands
such as ESL-1, PSGL-1, CD44 and CLA, among others (Table 1), that are expressed on
circulating leukocytes and overexpressed on cancer cells. This research provided a rationale
to target E-selectin in cancer using a novel glycomimetic E-selectin antagonist, GMI-1271
(later named uproleselan), to overcome cancer spread and chemoresistance summarized in
Table 3 [33].

Table 3. Role of uproleselan in preclinical cancer models.

Role of Uproleselan
in Cancer Results Reference

Metastasis

Prevented MM dissemination
Inhibited pancreatic ductal adenocarcinoma to the

lymph nodes, as well as to the liver, lung and
diaphragm in combination with gemcitabine

Inhibited breast cancer metastasis to the bone marrow

[23]
[27]
[54]

Adhesion

Decreased the adhesion of cancer cells to stromal and
endothelial cells in vitro

Reduced adhesion of CML leukemic stem cells to
E-selectin in the vascular niche

[23,45]
[53]

Mobilization

Enhanced mobilization of cancer cells out of the bone
marrow into the circulation

Mobilized myeloma and leukemic cells from the
marrow into the peripheral blood after a single injection
Activated the tumor-reactive and tumor-specific marrow

infiltrating lymphocytes

[62]
[23,45]

[68]

Cancer stem-cell like

Inhibited cancer (stem) cell quiescence and induced cell
maturation

Resensitized leukemic stem cell to chemotherapy in
AML-bearing mice

[57,64,65,69]
[16,70]

Chemotherapy
sensitization

Improved CML killing in combination with imatinib
Sensitized AML in combination with daunorubicin

(DNR) and cytarabine (AraC) in different mouse models
(syngeneic, xenogeneic and patient blasts)

Overcame MM drug resistance and improved the
efficacy to proteasome inhibitors (bortezomib and

carfilzomib) and IMiDs (lenalidomide)

[53]
[16,62]

[23,47,49,53]

Reducing adverse
events

Reduced bone marrow toxicity including neutropenia,
protected and increased percentile of HSCs, enhanced

neutrophilic recovery, reduced small intestine mucositis
by decreasing the number of infiltrating inflammatory

macrophages

[16,65]
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3.1. Uproleselan—Chemical Structure and Properties

Uproleselan (synonym GMI-1271; chemical abstracts service (CAS) registry number:
1914993–95-5) is a small molecule glycomimetic rationally designed based on the bioactive
conformation of sialyl Lea/x. Further, it is a potent and specific antagonist of E-selectin.
In the target-based drug classification (PubChem.ncbi.nlm.nih.gov), uproleselan is con-
sidered a drug targeting (i) cell surface molecule and ligand, (ii) a cell adhesion molecule,
and (iii) a selectin.

Uproleselan (Kd = 0.46 µM) mainly inhibits E-selectin (IC50 = 1.75 µM), but also
weakly inhibits L-selectin (IC50 = 2.9 µM) and P-selectin (>10 µM). Uproleselan’s chem-
ical formula C60H108N3NaO27 (molecular weight of 1325.70679 g/mol) is demonstrated
in Figure 1.
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3.2. The Role of Uproleselan in Cancer Therapy
3.2.1. Uproleselan Inhibits Metastasis

Extravasation (egress) followed by the homing of circulating cancer cells is a cru-
cial step of metastasis. It has been shown that uproleselan offers a promising treatment
in preventing metastasis through blocking E-selectin, both in vitro (trans-endothelial mi-
gration assay) and in vivo in myeloma, pancreatic and breast cancer models [23,27,57].
The anti-homing properties of uproleselan in cancer were confirmed by inhibiting cellu-
lar interactions at every stage of cancer cell trafficking, including cancer cell retention in
the blood after treating MM mouse endothelium and at the same time blocking MM cell
homing to the BM and spreading the disease [23]. This specific antagonist was also shown
in combination with gemcitabine to significantly reduce the frequency of metastasis of
pancreatic ductal adenocarcinoma to the lymph nodes, as well as to the liver, lung and
diaphragm, but did not alter primary tumor size [27]. Esposito et al. neatly demonstrated
that breast cancer bone metastasis was facilitated via the E-selectin-enriched bone vascular
niche, which induced MET and was inhibited by uproleselan [54].

3.2.2. Uproleselan Decreases Adhesion and Activates Cancer Cell Mobilization

E-selectin performs as a gatekeeper for cancer (stem) cells from leaving or entering
the BM. We and others have shown that uproleselan decreased the adhesion of cancer
cells to stromal and endothelial cells in vitro [23,49,65]. In addition, static adhesion and
dynamic rolling of cancer cells to E-selectin were proportional to E-selectin ligand levels
and were inhibited using uproleselan [45]. As a result, blocking E-selectin activity causes
de-adhesion and releases cells into the peripheral blood.

First, it was revealed by Winkler et al. that the absence of E-selectin in mice (Esel−/−)
improved mobilization of HSCs, especially after granulocyte colony-stimulating factor
(G-CSF) administration, which increased E-selectin expression at HSC vascular niche [25].
Then, following uproleselan administration into mice decreased cell adhesion and acted as
a mobilizing agent [61].

Uproleselan combined with G-CSF enhanced mobilization of cancer cells out of the
BM into the circulation much more than G-CSF alone [62]. In addition, it was shown
that the E-selectin antagonist mobilized myeloma and leukemia cells from the marrow
into the peripheral blood gradually within 60 min following a single injection; these
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cancer cells persisted in the circulation for up to 24 h and reached a ~10-fold increase
at 48 h post-injection [23,45]. In comparison, a well-known CXCR4 inhibitor (AMD3100,
plerixafor) rapidly mobilized tumor cells by 11-fold by 1 h, which returned to baseline
within 24 h [63,71,72]. Interestingly, the most efficient cell mobilization was achieved by
dual inhibition of E-selectin, and CXCR4 (using GMI-1359) mobilized leukemic cells by
~16-fold at 8 h post-injection and remained elevated even at 72 h.

One of the strategies to kill cancer cells is to expose them to systemically administered
chemotherapy by anoikis [12,15,23]. Inducing de-adhesion and mobilization of cancer
cells to the circulation and simultaneously not letting them home back to the marrow is
achieved by the novel strategy via blocking E-selectin [22,45]. These findings demonstrate
that blocking E-selectin with uproleselan mobilizes cancer cells over a long period of
time, sustains the presence of tumor cells in circulation, inhibits their reentry into the BM,
and thereby provides a longer window to target these cells in the circulation, sensitizing
them to chemotherapy thus longer exposure to chemotherapy, and as a result significant
reduction of the tumor burden [23,45].

Amongst mobilizing HSCs and cancer cells into the circulation, it was also shown that
disrupting the TME with uproleselan activated the tumor-reactive and tumor-specific mar-
row infiltrating lymphocytes (MILs) [68]. CT26-immune mice were treated for three days
with saline, G-CSF (0.125 mg/kg) or uproleselan (40 mg/kg) followed by determination
of the phenotype and functional CD8+ T cells in the BM and peripheral blood 12 h after
the last injection [68]. Treatment of mice with uproleselan, but not with G-CSF, led to an
approximate 3–4-fold increase in naïve T cells (CD8+CD62L+CD44−) and central memory
T cells (CD8+CD62L+CD44+) in peripheral blood and correlated with increased interferon
gamma (IFNγ) ex vivo in response to treatment [68].

3.2.3. Uproleselan Causes Maturity of Cancer Stem Cells

E-selectin was shown to be a pivotal regulator in the BM in switching between stem-
ness/quiescence and activation/maturation of HSCs [25]. Disrupting the protective inter-
action between cancer cells and supportive E-selectin with uproleselan caused inhibition
of quiescence through the downregulation of Wnt activity [57], and increased cell cycle
and thus the maturity of cancer (stem) cells [57,65,69]. Barbier et al. demonstrated that
AML-bearing mice treated with uproleselan along with chemotherapy survived longer due
to chemo-sensitization of the regenerating leukemic stem cells [16].

3.2.4. Uproleselan Resensitizes Cancer Cells to Therapies in Pre-Clinical Models

The main strength of utilizing multifactorial uproleselan involves its combination with
other therapies. Very frequently, a single drug is not enough to successfully battle cancer
and prevent tumor recurrence. Further, a plethora of evidence shows that administration
of uproleselan in combination with different chemotherapies overcomes drug resistance
and/or improves the efficacy of standard chemotherapy through the re-sensitization to
therapies in multiple cancer models.

It was reported that in a xenotransplantation CML model, murine recipients of human
CML-initiating cells treated with uproleselan and imatinib, the tyrosine kinase inhibitor,
which is a standard of care in CML, further decreased the engraftment of cancer cells
by decreasing their interaction time with the BM endothelium, compared to imatinib
alone [53]. Uproleselan reduced adhesion of BCR-ABL1+ leukemic stem cells (LSCs) to
E-selectin in the vascular niche, increased the cell cycle with simultaneous overexpression
of the transcriptional regulator and protooncogene SCL/TAL1, as well as decreased CD44
expression in vitro and in vivo, thus improved eradication by imatinib [53].

Similarly, uproleselan used jointly with daunorubicin (DNR) and cytarabine (AraC)
significantly improved the killing of AML cells in multiple different AML mouse models
(syngeneic, xenogeneic and patient blasts), improving mice survival. Sensitization of LSCs
(CD34+CD38−CD123+) to AraC chemotherapy was demonstrated by a single adminis-
tration of AraC into the wild-type and Esel−/− mice, which showed that the absence
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of E-selectin improved LSC killing. Therefore, blocking E-selectin with uproleselan com-
bined with AraC reversed E-selectin-induced chemoresistance to AraC and significantly
decreased the number of LSCs in the femur by 95% over AraC alone [25,47,64,69].

Furthermore, it was also shown in MM mouse models (xenograft and syngeneic 5
TGM1 disseminated model) that tumors become resistant to chemotherapies due to hy-
poxia, adhesion to cellular and non-cellular components of the BM, and
stemness [56,58,60,66,67,73,74]. Uproleselan overcame drug resistance and improved the
efficacy of chemotherapies, such as proteasome inhibitors (bortezomib and carfilzomib)
and IMiDs such as lenalidomide [23,47,49]. The interaction between MM cells and the
TME was disrupted with uproleselan through decreasing E-selectin-mediated adhesion,
stroma-induced drug resistance, chemotaxis and stemness of MM cells, which sensitized
them to therapy in vitro. Additionally, uproleselan inhibited the dissemination process
and therefore extended the exposure of MM cells to chemotherapies, which resulted in
delayed tumor growth and prolonged mice survival [23,47,49].

One of the explanations of the improved drug efficacy that results from blocking E-
selectin in the TME is the fact that uproleselan mobilizes cancer cells (AML and MM) out of
the BM, causing anoikis and thus making them more susceptible to chemotherapy [4,23,69,75].
Another possible mechanism of reduced mortality of mice treated with uproleselan in combi-
nation with chemotherapy involves reducing some of the adverse effects such as BM toxicity,
including neutropenia through an increased percentile of HSCs, which survived each round of
treatment that facilitates blood and BM recovery and enhanced neutrophilic recovery [61,65].
Moreover, small intestine mucositis (inflammation and sloughing of the mucous membranes
lining of the digestive tract) was also reduced through a reduction in the number of infiltrating
inflammatory macrophages (F4/80+Ly-6C+), which normally exacerbate mucosal damage [65].
These events resulted in slowed down weight loss and eventually improved mouse survival.

The preclinical studies performed on uproleselan have revealed that blocking E-selectin
affects interactions between the cancer cells and the tumor microenvironment, and thus is a
valid and vital therapeutic strategy. This strategy relies on hampering the homing of already
circulating tumor cells to a new metastatic niche and/or causing anoikis, a cancer death
through cell de-adhesion and mobilization to the circulation, overcoming stemness and drug
resistance, and further sensitizing cancer cell to chemotherapies (Figure 2).
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4. Clinical Trials Using Uproleselan
4.1. Pharmacokinetics of Uproleselan

In phase I clinical trials (ClinicalTrials.gov Identifiers: NCT02168595; NCT03606447;
NCT02271113), uproleselan was administered intravenously and showed favorable phar-
macokinetic (PK) profiles in single doses up to 10 mg/kg in one study and up to 40 mg/kg
in the second study [14,76]. Uproleselan exhibited a dose-dependent plasma levels maxi-
mum plasma-concentration (Cmax) and area under the plasma concentration time curve
(AUC). Approximately two-thirds of uproleselan was excreted unchanged in the urine,
and renal clearance (CLr) was on average 86 mL/min, being less than the estimated creati-
nine clearance (CrCl), suggesting tubular reabsorption with the apparent half-life (T1/2)
averaging at 2.3 h [76].

4.2. Safety of Uproleselan (Phase I and Phase I/II Trials)

In a phase I single-dose escalation, a double-blind, placebo-controlled trial in healthy
subjects was conducted to evaluate the safety, tolerability, toxicity, adverse events and
PK profile of uproleselan. The drug was administered intravenously at concentrations 2
mg/kg, 5 mg/kg, 20 mg/kg and 40 mg/kg (ClinicalTrials.gov Identifiers: NCT03606447;
NCT02271113). The most common adverse events were fatigue, headache, infusion site
adverse events, oropharyngeal pain, presyncope and rash; however, all the above were
reported as mild and unrelated to uproleselan [14,77].

In phase I/II clinical trial (ClinicalTrials.gov Identifier: NCT02306291), uproleselan
was investigated in combination with chemotherapy in a total of 66 AML patients (includ-
ing 44 relapses and 22 refractory patients). Increasing doses of uproleselan from 5 to 20
mg/kg for eight days were administered to patients in combination with mitoxantrone,
etoposide, and cytarabine chemotherapy and monitored for adverse effects. The most fre-
quent grade 3/4 adverse events included sepsis (18%), gastrointestinal (11%), and cardiac
effects (9%). The recommended phase 2 dose (RP2 D) of 10 mg/kg was then administered
to a total of 54 patients providing an optimal exposure with mucositis (2%) as the most
frequent grade 3/4 adverse event. These results imply that uproleselan safety in AML is
favorable even when administered with chemotherapy also in elderly AML patients [69,75].

Moreover, another phase I clinical trial (ClinicalTrials.gov Identifier: NCT02811822)
for dose-escalation of uproleselan in conjunction with chemotherapy (i.e., proteasomal
inhibitors such as bortezomib and carfilzomib) is currently being performed in 10 MM
patients.

4.3. Clinical Efficacy

In a phase I/II clinical trial (ClinicalTrials.gov Identifier: NCT02306291), uproleselan
was administered to 66 AML patients in combination with chemotherapy. In phase I,
patients were given increasing doses of uproleselan (5–20 mg/kg) 24 h prior, every 12 h
during, and 48 h post-chemotherapy, including mitoxantrone, etoposide, and cytarabine.
Overall, the 60-day mortality rate of all AML patients in the study was 9%, the median over-
all survival was 9.2 months (95% CI, 3–12.6), and event-free survival was 12.6 months (95%
CI, 9.9–NA) [78]. Currently, uproleselan is being tested in AML patients in combination
with chemotherapy and compared to chemotherapy alone in phase III randomized, double-
blind trial in the U.S., Australia, and Europe (ClinicalTrials.gov Identifier: NCT03616470).

In addition, in a phase I/II trial (ClinicalTrials.gov Identifier: NCT02744833), upro-
leselan was used as an antithrombotic treatment and tested in two patients with venous
thromboembolism disease [77,79]. The symptoms of thrombosis improved, the clotting was
resolved, and the associated inflammation was decreased in these patients with isolated
calf-level deep vein thrombosis, with positive biological effect and improved biomarkers
of coagulation, cell adhesion, and leukocyte/platelet activation [77,79].

ClinicalTrials.gov
ClinicalTrials.gov
ClinicalTrials.gov
ClinicalTrials.gov
ClinicalTrials.gov
ClinicalTrials.gov
ClinicalTrials.gov


Cancers 2021, 13, 335 11 of 15

5. Conclusions

Tumor cells engage specific cellular BM stroma and microvasculature and non-cellular
components for tumor propagation and outgrowth, facilitating extravasation, stemness
and acquisition of drug resistance. The body of work reviewed herein demonstrates that
targeting E-selectin is a potential and promising adjuvant therapy to successfully disrupt
the tumor microenvironment and thus kill the cancer cells more efficiently as well as
reduce side effects. Recent progress in glycobiology, as well as in investigating the E-
selectin—ligand-binding mechanisms, has rendered the use of specific antagonists such as
uproleselan, which binds E-selectin more specifically and effectively. Uproleselan has been
assessed as an adjuvant therapeutic treatment in several cancers, especially the ones relying
on the protective BM milieu (leukemia and myeloma) and solid tumors metastasizing
to the bone (breast, prostate, and colon cancer). This summary clearly suggests that E-
selectin is a valid target, considering that it reduced cancer metastasis, detached them from
a safe E-selectin-rich BM niche, mobilized cancer cells to the circulation, and overcame
drug resistance by sensitizing cancer cells to chemotherapies. Both in vitro and in vivo
studies supported the use of uproleselan by demonstrating significant extended mice
survival rate with alleviated adverse effects such as intestinal mucositis in AML and MM-
bearing mice treated with uproleselan administered together with different chemotherapies.
Furthermore, completed clinical trials in AML patients using uproleselan showed high
remission rates and improved overall survival with favorable safety of the drug.

Nevertheless, based on E-selectin’s important role and expression at the site of inflam-
mation and infection, the main concern regarding targeting selectively and specifically
E-selectin in the cancer tissue, and not in other inflammation sites, remains a challenge that
needs to be addressed in future research.
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36. Debreceni, I.B.; Szász, R.; Kónya, Z.; Erdődi, F.; Kiss, F.; Kappelmayer, J. L-Selectin Expression is Influenced by Phosphatase
Activity in Chronic Lymphocytic Leukemia. Cytom. Part B Clin. Cytom. 2019, 96, 149–157. [CrossRef]

37. Steegmaler, M.; Levinovitz, A.; Isenmann, S.; Borges, E.; Lenter, M.; Kocher, H.P.; Kleuser, B.; Vestweber, D. The E-selectin-ligand
ESL-1 is a variant of a receptor for fibroblast growth factor. Nat. Cell Biol. 1995, 373, 615–620. [CrossRef]

38. Picker, L.J.; Warnock, R.; Burns, A.R.; Doerschuk, C.M.; Berg, E.L.; Butchert, E.C. The neutrophil selectin LECAM-1 presents
carbohydrate ligands to the vascular selectins ELAM-1 and GMP-140. Cell 1991, 66, 921–933. [CrossRef]

39. Videira, P.A.; Silva, M.; Martin, K.C.; Sackstein, R. Ligation of the CD44 Glycoform HCELL on Culture-Expanded Human
Monocyte-Derived Dendritic Cells Programs Transendothelial Migration. J. Immunol. 2018, 201, 1030–1043. [CrossRef]

40. Krause, D.S.; Lazarides, K.; Lewis, J.B.; Von Andrian, U.H.; Van Etten, R.A. Selectins and their ligands are required for homing
and engraftment of BCR-ABL1+ leukemic stem cells in the bone marrow niche. Blood 2014, 123, 1361–1371. [CrossRef]

41. Moore, K.L.; Eaton, S.F.; E Lyons, D.; Lichenstein, H.S.; Cummings, R.D.; McEver, R.P. The P-selectin glycoprotein ligand from
human neutrophils displays sialylated, fucosylated, O-linked poly-N-acetyllactosamine. J. Biol. Chem. 1994, 269, 23318–23327.

42. Winkler, I.G.; Erbani, J.M.; Barbier, V.; Davies, J.M.; Tay, J.; Fiveash, C.E.; Lowe, J.; Tallack, M.; Magnani, J.L.; Levesque, J.-P.
Vascular E-Selectin Mediates Chemo-Resistance in Acute Myeloid Leukemia Initiating Cells Via Canonical Receptors PSGL-1
(CD162) and Hcell (CD44) and AKT Signaling. Available online: http://glycomimetics.com/wp-content/uploads/2018/11/
ASH2017_Winkler-talk-12dec2017_for-GMI_with-text2-1.pdf (accessed on 1 January 2020).

43. Nonomura, C.; Kikuchi, J.; Kiyokawa, N.; Ozaki, H.; Mitsunaga, K.; Ando, H.; Kanamori, A.; Kannagi, R.; Fujimoto, J.; Muroi,
K.; et al. CD43, but not P-Selectin Glycoprotein Ligand-1, Functions as an E-Selectin Counter-Receptor in Human Pre-B–Cell
Leukemia NALL-1. Cancer Res. 2008, 68, 790–799. [CrossRef] [PubMed]

44. Matsumoto, M.; Atarashi, K.; Umemoto, E.; Furukawa, Y.; Shigeta, A.; Miyasaka, M.; Hirata, T. CD43 Functions as a Ligand for
E-Selectin on Activated T Cells. J. Immunol. 2005, 175, 8042–8050. [CrossRef] [PubMed]

45. Natoni, A.; Smith, T.A.G.; Keane, N.; McEllistrim, C.; Connolly, C.; Jha, A.; Andrulis, M.; Ellert, E.; Raab, M.S.; Glavey, S.V.; et al.
E-selectin ligands recognised by HECA452 induce drug resistance in myeloma, which is overcome by the E-selectin antagonist,
GMI-1271. Leukemia 2017, 31, 2642–2651. [CrossRef] [PubMed]

46. Natoni, A.; Smith, T.A.; Keane, N.; Locatelli-Hoops, S.C.; Oliva, I.; Fogler, W.E.; Magnani, J.L.; O’Dwyer, M. E-Selectin Ligand
Expression Increases with Progression of Myeloma and Induces Drug Resistance in a Murine Transplant Model, Which Is
Overcome By the Glycomimetic E-Selectin Antagonist, GMI-1271. Blood 2015, 126, 1805. [CrossRef]

47. Yasmin-Karim, S.; King, M.R.; Messing, E.M.; Lee, Y.-F. E-selectin ligand-1 controls circulating prostate cancer cell rolling/adhesion
and metastasis. Oncotarget 2014, 5, 12097–12110. [CrossRef]

48. Xiaobo, M.; Zhong, Y.-P.; Zheng, Y.; Jiang, J.; Wang, Y.-P. Coexpression of CD 5 and CD 43 predicts worse prognosis in diffuse
large B-cell lymphoma. Cancer Med. 2018, 7, 4284–4295. [CrossRef]

49. Dimitroff, C.J.; Descheny, L.; Trujillo, N.; Kim, R.; Nguyen, V.; Huang, W.; Pienta, K.J.; Kutok, J.L.; Rubin, M.A. Identification of
Leukocyte E-Selectin Ligands, P-Selectin Glycoprotein Ligand-1 and E-Selectin Ligand-1, on Human Metastatic Prostate Tumor
Cells. Cancer Res. 2005, 65, 5750–5760. [CrossRef]

50. Sorigue, M.; Juncà, J.; Sarrate, E.; Grau, J. Expression of CD43 in chronic lymphoproliferative leukemias. Cytom. Part B Clin.
Cytom. 2017, 94, 136–142. [CrossRef]

51. Fu, Q.; Cash, S.E.; Andersen, J.J.; Kennedy, C.R.; Oldenburg, D.G.; Zander, V.B.; Foley, G.R.; Shelley, C.S. CD43 in the nucleus and
cytoplasm of lung cancer is a potential therapeutic target. Int. J. Cancer 2012, 132, 1761–1770. [CrossRef]

52. Krause, D.S.; Lazarides, K.; Von Andrian, U.H.; A Van Etten, R. Requirement for CD44 in homing and engraftment of BCR-ABL–
expressing leukemic stem cells. Nat. Med. 2006, 12, 1175–1180. [CrossRef]

53. Godavarthy, P.S.; Kumar, R.; Herkt, S.C.; Pereira, R.S.; Hayduk, N.; Weissenberger, E.S.; Aggoune, D.; Manavski, Y.; Lucas, T.; Pan,
K.-T.; et al. The vascular bone marrow niche influences outcome in chronic myeloid leukemia via the E-selectin - SCL/TAL1 -
CD44 axis. Haematologica 2019, 105, 136–147. [CrossRef] [PubMed]

54. Esposito, M.; Mondal, N.; Greco, T.M.; Wei, Y.; Spadazzi, C.; Lin, S.-C.; Zheng, H.; Cheung, C.; Magnani, J.L.; Lin, S.-H.; et al.
Bone vascular niche E-selectin induces mesenchymal–epithelial transition and Wnt activation in cancer cells to promote bone
metastasis. Nat. Cell Biol. 2019, 21, 627–639. [CrossRef] [PubMed]

55. Läubli, H.; Borsig, L. Selectins as Mediators of Lung Metastasis. Cancer Microenviron. 2010, 3, 97–105. [CrossRef]
56. Meads, M.B.; Gatenby, R.A.; Dalton, W.S. Environment-mediated drug resistance: A major contributor to minimal residual

disease. Nat. Rev. Cancer 2009, 9, 665–674. [CrossRef] [PubMed]

http://doi.org/10.1186/1471-2407-11-285
http://www.ncbi.nlm.nih.gov/pubmed/21722370
http://doi.org/10.1080/23723556.2016.1214771
http://www.ncbi.nlm.nih.gov/pubmed/28868340
http://doi.org/10.1126/scitranslmed.aad4059
http://www.ncbi.nlm.nih.gov/pubmed/27225183
http://doi.org/10.1186/s12885-016-2366-2
http://doi.org/10.1002/cyto.b.21771
http://doi.org/10.1038/373615a0
http://doi.org/10.1016/0092-8674(91)90438-5
http://doi.org/10.4049/jimmunol.1800188
http://doi.org/10.1182/blood-2013-11-538694
http://glycomimetics.com/wp-content/uploads/2018/11/ASH2017_Winkler-talk-12dec2017_for-GMI_with-text2-1.pdf
http://glycomimetics.com/wp-content/uploads/2018/11/ASH2017_Winkler-talk-12dec2017_for-GMI_with-text2-1.pdf
http://doi.org/10.1158/0008-5472.CAN-07-1459
http://www.ncbi.nlm.nih.gov/pubmed/18245480
http://doi.org/10.4049/jimmunol.175.12.8042
http://www.ncbi.nlm.nih.gov/pubmed/16339541
http://doi.org/10.1038/leu.2017.123
http://www.ncbi.nlm.nih.gov/pubmed/28439107
http://doi.org/10.1182/blood.V126.23.1805.1805
http://doi.org/10.18632/oncotarget.2503
http://doi.org/10.1002/cam4.1674
http://doi.org/10.1158/0008-5472.CAN-04-4653
http://doi.org/10.1002/cyto.b.21509
http://doi.org/10.1002/ijc.27873
http://doi.org/10.1038/nm1489
http://doi.org/10.3324/haematol.2018.212365
http://www.ncbi.nlm.nih.gov/pubmed/31018977
http://doi.org/10.1038/s41556-019-0309-2
http://www.ncbi.nlm.nih.gov/pubmed/30988423
http://doi.org/10.1007/s12307-010-0043-6
http://doi.org/10.1038/nrc2714
http://www.ncbi.nlm.nih.gov/pubmed/19693095


Cancers 2021, 13, 335 14 of 15

57. Chien, S.; Haq, S.U.; Pawlus, P.M.; Moon, P.R.T.; Estey, M.E.H.; Appelbaum, F.R.; Othus, M.; Magnani, J.L.; Becker, P.S. Adhesion
Of Acute Myeloid Leukemia Blasts To E-Selectin In The Vascular Niche Enhances Their Survival By Mechanisms Such As Wnt
Activation. Blood 2013, 122, 61. [CrossRef]

58. Muz, B.; De La Puente, P.; Azab, F.; Luderer, M.; Azab, A.K. Hypoxia promotes stem cell-like phenotype in multiple myeloma
cells. Blood Cancer J. 2014, 4, e262. [CrossRef]

59. Martínez-Moreno, M.; Leiva, M.; Aguilera-Montilla, N.; Sevilla-Movilla, S.; De Val, S.I.; Arellano-Sánchez, N.; Gutiérrez, N.C.;
Maldonado, R.; Martínez-López, J.; Buño, I.; et al. In vivo adhesion of malignant B cells to bone marrow microvasculature is
regulated by α4β1 cytoplasmic-binding proteins. Leukemia 2016, 30, 861–872. [CrossRef]

60. Damiano, J.S.; Cress, A.E.; Hazlehurst, L.A.; Shtil, A.A.; Dalton, W.S. Cell adhesion mediated drug resistance (CAM-DR): Role of
integrins and resistance to apoptosis in human myeloma cell lines. Blood 1999, 93, 1658–1667. [CrossRef]

61. Winkler, I.G.; Barbier, V.; Perkins, A.C.; Magnani, J.L.; Levesque, J.-P. Mobilisation of Reconstituting HSC Is Boosted By Synergy
Between G-CSF and E-Selectin Antagonist GMI-1271. Blood 2014, 124, 317. [CrossRef]

62. Chien, S.; Zhao, X.; Brown, M.; Saxena, A.; Patton, J.T.; Magnani, J.L.; Becker, P.S. A Novel Small Molecule E-Selectin Inhibitor
GMI-1271 Blocks Adhesion of AML Blasts to E-Selectin and Mobilizes Blood Cells in Nodscid IL2Rgc-/- Mice Engrafted with
Human AML. Blood 2012, 120. [CrossRef]

63. Zhang, W.; Zhang, Q.; Mu, H.; Battula, V.L.; Patel, N.; Schober, W.; Han, X.; Fogler, W.E.; Magnani, J.L.; Andreeff, M. Dual
E-Selectin/CXCR4 Antagonist GMI-1359 Exerts Efficient Anti-Leukemia Effects in a FLT3 ITD Mutated Acute Myeloid Leukemia
Patient-Derived Xenograft Murine Model. Blood 2016, 128, 3519. [CrossRef]

64. Muz, B.; De La Puente, P.; Azab, F.; Azab, A.K. The role of hypoxia in cancer progression, angiogenesis, metastasis, and resistance
to therapy. Hypoxia 2015, 3, 83–92. [CrossRef] [PubMed]

65. Winkler, I.G.; Barbier, V.; Nutt, H.; Hasnain, S.Z.; Levesque, J.P.; Magnani, J.L.; McGuckin, M.A. Administration of E-selectin
Antagonist GMI-1271 Improves Survival to High-Dose Chemotherapy by Alleviating Mucositis and Accelerating Neutrophil
Recovery. Available online: http://glycomimetics.com/wp-content/uploads/2018/11/Ingrid-mucositis-poster-layout-29nov13-
5pm-Compatibility-Mode.pdf (accessed on 1 January 2020).

66. Manier, S.; Sacco, A.; Leleu, X.; Ghobrial, I.M.; Roccaro, A.M. Bone Marrow Microenvironment in Multiple Myeloma Progression.
J. Biomed. Biotechnol. 2012, 2012, 1–5. [CrossRef]

67. Muz, B.; De La Puente, P.; Azab, F.; Luderer, M.; Azab, A.K. The Role of Hypoxia and Exploitation of the Hypoxic Environment in
Hematologic Malignancies. Mol. Cancer Res. 2014, 12, 1347–1354. [CrossRef] [PubMed]

68. Fogler, W.E.; Smith, T.A.; King, R.K.; Magnani, J.L. Abstract 1757: Mobilization of tumor-primed, marrow-infiltrating lymphocytes
into peripheral blood with inhibitors of E-selectin or E-selectin and CXCR4. Immunology 2018, 78, 1757. [CrossRef]

69. DeAngelo, D.J.; Jonas, B.A.; Becker, P.S.; O’Dwyer, M.; Advani, A.S.; Marlton, P.; Magnani, J.; Thackray, H.M.; Liesveld, J.
GMI-1271, a novel E-selectin antagonist, combined with induction chemotherapy in elderly patients with untreated AML. J. Clin.
Oncol. 2017, 35, 2560. [CrossRef]

70. Winkler, I.G.; Barbier, V.; Pattabiraman, D.R.; Gonda, T.J.; Magnani, J.L.; Levesque, J. Vascular Niche E-Selectin Protects Acute
Myeloid Leukemia Stem Cells from Chemotherapy. Blood 2014, 124. [CrossRef]

71. Fogler, W.E.; Flanner, H.; Wolfgang, C.; Smith, J.A.; Thackray, H.M.; Magnani, J.L. Administration of the Dual E-Selectin/CXCR4
Antagonist, GMI-1359, Results in a Unique Profile of Tumor Mobilization from the Bone Marrow and Facilitation of Chemotherapy
in a Murine Model of FLT3 ITD AML. Blood 2016, 128, 2826. [CrossRef]

72. Zhang, W.; Fogler, W.E.; Magnani, J.L.; Andreeff, M. The Dual E-Selectin/CXCR4 Inhibitor, GMI-1359, Enhances Efficacy of
Anti-Leukemia Chemotherapy in FLT3-ITD Mutated Acute Myeloid Leukemia. Blood 2015, 126, 3790. [CrossRef]

73. Azab, A.K.; Hu, J.; Quang, P.; Azab, F.; Pitsillides, C.; Awwad, R.; Thompson, B.; Maiso, P.; Sun, J.D.; Hart, C.P.; et al. Hypoxia
promotes dissemination of multiple myeloma through acquisition of epithelial to mesenchymal transition-like features. Blood
2012, 119, 5782–5794. [CrossRef]

74. Fei, M.; Hang, Q.; Hou, S.; He, S.; Ruan, C. Adhesion to fibronectin induces p27Kip1 nuclear accumulation through down-
regulation of Jab1 and contributes to cell adhesion-mediated drug resistance (CAM-DR) in RPMI 8226 cells. Mol. Cell. Biochem.
2013, 386, 177–187. [CrossRef] [PubMed]

75. DeAngelo, D.J.; Jonas, B.A.; Liesveld, J.L.; Bixby, D.L.; Advani, A.S.; Marlton, P.; O’Dwyer, M.E.; Magnani, J.L.; Thackray, H.M.;
Becker, P.S. GMI-1271 improves efficacy and safety of chemotherapy in R/R and newly diagnosed older patients with AML:
Results of a Phase 1/2 study. Blood 2017, 130. [CrossRef]

76. Devata, S.; Sood, S.L.; Hemmer, M.M.V.; Flanner, M.H.; Kramer, W.; Nietubicz, C.; Hawley, A.; E Angelini, D.; Myers, D.D.D.;
Blackburn, S.; et al. First in Human Phase 1 Single Dose Escalation Studies of the E-Selectin Antagonist GMI-1271 Show a
Favorable Safety, Pharmacokinetic, and Biomarker Profile. Blood 2015, 126, 1004. [CrossRef]

77. Devata, S.; Angelini, D.E.; Rn, M.S.B.; Hawley, A.; Myers, D.D.; Schaefer, J.K.; Ma, M.H.; Magnani, J.L.; Thackray, H.M.; Wakefield,
T.W.; et al. Use of GMI-1271, an E-selectin antagonist, in healthy subjects and in 2 patients with calf vein thrombosis. Res. Pr.
Thromb. Haemost. 2020, 4, 193–204. [CrossRef] [PubMed]

http://doi.org/10.1182/blood.V122.21.61.61
http://doi.org/10.1038/bcj.2014.82
http://doi.org/10.1038/leu.2015.332
http://doi.org/10.1182/blood.V93.5.1658
http://doi.org/10.1182/blood.V124.21.317.317
http://doi.org/10.1182/blood.V120.21.4092.4092
http://doi.org/10.1182/blood.V128.22.3519.3519
http://doi.org/10.2147/HP.S93413
http://www.ncbi.nlm.nih.gov/pubmed/27774485
http://glycomimetics.com/wp-content/uploads/2018/11/Ingrid-mucositis-poster-layout-29nov13-5pm-Compatibility-Mode.pdf
http://glycomimetics.com/wp-content/uploads/2018/11/Ingrid-mucositis-poster-layout-29nov13-5pm-Compatibility-Mode.pdf
http://doi.org/10.1155/2012/157496
http://doi.org/10.1158/1541-7786.MCR-14-0028
http://www.ncbi.nlm.nih.gov/pubmed/25158954
http://doi.org/10.1158/1538-7445.am2018-1757
http://doi.org/10.1200/JCO.2017.35.15_suppl.2560
http://doi.org/10.1182/blood.V124.21.620.620
http://doi.org/10.1182/blood.V128.22.2826.2826
http://doi.org/10.1182/blood.V126.23.3790.3790
http://doi.org/10.1182/blood-2011-09-380410
http://doi.org/10.1007/s11010-013-1856-7
http://www.ncbi.nlm.nih.gov/pubmed/24170542
http://doi.org/10.1182/blood.V130.Suppl_1.894.894
http://doi.org/10.1182/blood.V126.23.1004.1004
http://doi.org/10.1002/rth2.12279
http://www.ncbi.nlm.nih.gov/pubmed/32110749


Cancers 2021, 13, 335 15 of 15

78. DeAngelo, D.J.; Erba, H.; Jonas, B.A.; O’Dwyer, M.E.; Marlton, P.; Huls, G.; Liesveld, J.L.; Cooper, B.; Bhatnagar, B.;
Armstrong, M.; et al. Trials in Progress: A phase 3 trial to evaluate the efficacy of Uproleselan (GMI-1271) with chemotherapy in
patients with relapsed/refractory acute myeloid leukemia. J. Clin. Oncol. 2019, 37. [CrossRef]

79. Myers, J.D.; Lester, P.; Adili, R.; Hawley, A.; Durham, L.; Dunivant, V.; Reynolds, G.; Crego, K.; Zimmerman, Z.; Sood, S.; et al.
A new way to treat proximal deep venous thrombosis using E-selectin inhibition. J. Vasc. Surg. Venous Lymphat. Disord. 2020, 8,
268–278. [CrossRef] [PubMed]

http://doi.org/10.1200/JCO.2019.37.15_suppl.TPS7066
http://doi.org/10.1016/j.jvsv.2019.08.016
http://www.ncbi.nlm.nih.gov/pubmed/32067728

	Introduction 
	The Role of E-Selectin in Cancer Pathophysiology 
	Inhibition of Selectins as a Therapeutic Strategy in Cancer 
	The Role of E-selectin in Cancer Progression 
	Signaling Pathways Regulated by E-Selectin 
	Cell Trafficking and Metastasis 
	Adhesion and Tumor Growth 
	Stemness and Self-Renewal 
	Drug Resistance 


	Uproleselan in Cancer Therapy 
	Uproleselan—Chemical Structure and Properties 
	The Role of Uproleselan in Cancer Therapy 
	Uproleselan Inhibits Metastasis 
	Uproleselan Decreases Adhesion and Activates Cancer Cell Mobilization 
	Uproleselan Causes Maturity of Cancer Stem Cells 
	Uproleselan Resensitizes Cancer Cells to Therapies in Pre-Clinical Models 


	Clinical Trials Using Uproleselan 
	Pharmacokinetics of Uproleselan 
	Safety of Uproleselan (Phase I and Phase I/II Trials) 
	Clinical Efficacy 

	Conclusions 
	References

