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Abstract: This review discusses the role of galectin-1 in the tumor microenvironment. First, the structure
and function of galectin-1 are discussed. Galectin-1, a member of the galectin family of lectins, is
a functionally dimeric galactoside-binding protein. Although galectin-1 has both intracellular and
extracellular functions, the defining carbohydrate-binding role occurs extracellularly. In this review,
the extracellular roles of galectin-1 in cancer processes are discussed. In particular, the importance of
multivalent interactions in galectin-1 mediated cellular processes is reviewed. Multivalent interactions
involving galectin-1 in cellular adhesion, mobility and invasion, tumor-induced angiogenesis, and
apoptosis are presented. Although the mechanisms of action of galectin-1 in these processes are
still not well understood, the overexpression of galectin-1 in cancer progression indicates that the
role of galectin-1 is significant. To conclude this review, synthetic frameworks that have been
used to modulate galectin-1 processes are reviewed. Small molecule oligomers of carbohydrates,
carbohydrate-functionalized pseudopolyrotaxanes, cyclodextrins, calixarenes, and glycodendrimers
are presented. These synthetic multivalent systems serve as important tools for studying galectin-1
mediated cancer cellular functions.
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1. Introduction

Multivalency, the binding of multiple ligands to multiple receptor binding sites [1,2], provides
a platform to better understand cellular mechanisms that drive cancer metastasis. Multivalent
protein—carbohydrate interactions mediate a myriad of malignant cellular processes, including
cellular aggregation/tumor formation, metastasis, and angiogenesis [3-5]. These multivalent
protein—carbohydrate interactions generally rely on multiple points of attachment to enhance
the individual binding interaction between one carbohydrate and its receptor, which is typically
weak [1,6,7].

Proteins that mediate multivalent malignant cellular activities are intriguing molecular targets [4].
Galectin-1, for example, is a multivalent carbohydrate binding protein that mediates the malignant
cellular activities by cross-linking glycoproteins in the tumor microenvironment. Specifically, galectin-1
has been reported to be involved in multivalent mechanisms that cluster cell surface glycoproteins [8,9],
cross-link receptors [10,11], and form lattices and larger aggregates [12-14].

Multivalent frameworks have proven to be powerful tools to modulate and study protein
carbohydrate interactions. A variety of synthetic multivalent scaffolds including linear polymers [15-17],
star [18-20] and hyperbranched [21-23] polymers, gold nanoparticles [24-26], dendrimers [27],
proteins [28], beads [29] and surfaces [30-33] have been functionalized with carbohydrates and then
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applied to the study and the mediation of multivalent protein—carbohydrate interactions [34,35].
For example, these carbohydrate functionalized scaffolds have been used to study biological
processes such as cellular aggregation/tumor formation [36], viral cell attachment [28,37], bacterial
recognition [38], and signal transduction [39]. Many galectin-1 pathways are still not well understood,
and there is a paucity of studies using multivalent frameworks to explore multivalent galectin-1
mechanisms. A better understanding of galectin-1 mechanisms can advance the overall understanding
of malignant cellular activities and give insight into the rational design of multivalent therapeutics.
This review discusses the role of galectin-1 in the tumor microenvironment. First, the structure
of galectin-1 is discussed. Multivalent interactions involving galectin-1 in cellular adhesion, mobility
and invasion, tumor-induced angiogenesis, and apoptosis are presented. To conclude this review,
synthetic glycosylated frameworks that have been used to study and to modulate galectin-1 processes
are reviewed. The synthetic multivalent frameworks have served as important tools to establish the
role of multivalent binding interactions for the galectin-1 mediated advancement of cancer processes.

2. Structure of Galectin-1

2.1. The Galectin Family of Lectins

Galectin-1 is one of 15 members of the (3-galactoside binding family of proteins called the
galectins, which share a conserved amino acid sequence in the carbohydrate recognition domain
(CRD) [40,41]. The galectin family can be subdivided into three groups based on the structure of
the protein: (i) monovalent galectins containing one CRD that are capable of homodimerizing to
become functionally bivalent; (ii) bivalent galectins with two non-identical CRDs connected by a
peptide linker; and (iii) chimeric galectins with one CRD and a unique N-terminus [42,43]. Galectin-1,
-2,-5,-7,-10, -11, -13, -14, and -15 have one CRD and are capable of forming homodimers. Those
with two dissimilar CRDs connected by a short linker peptide include galectin-4, -6, -8, -9, and -12.
Galectin-3 is the only chimera-type; this protein consists of a C-terminal CRD fused to a non-lectin
N-terminal domain composed of tandem repeats of short amino-acid stretches that participates in
oligomerization [42,44]. Glycan-binding specificity, protein valency, and cross-linking properties of
individual galectins differentiate their biological responses [11,42,45-48]. Of the 15 members of the
lectin family, galectin-1 and galectin-3 appear to be the major players in cancer biology and, therefore,
have stimulated significant research interest [48-50]. However, less is known about galectin-1 pathways
compared to galectin-3.

2.2. Galectin-1

Galectin-1 is a homodimeric protein composed of 14.5 kDa subunits [40]; the dimer is maintained
by hydrophobic interactions at the monomeric interface and by the well-defined hydrophobic core
(Figure 1) [51]. As shown in Figure 1, the monomeric units are anchored such that the two CRDs are
located on opposing ends of the quaternary structure at a distance of approximately 5 nm [13].
Each CRD is able to accommodate a tetrasaccharide [44]. The apposing CRDs initiate cellular
recognition and signal transduction events by binding appropriately glycosylated ligands [44].
The importance of valency and of the interplay between monovalent and multivalent forms to the
function of galectin-1 have not been made clear. As presented in the final section of this review,
multivalent materials represent an important tool for advancement of the understanding of how
galectin-1 structure impacts function.
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Figure 1. Dimeric structure of galectin-1. Galectin-1 (blue) with lactose (red) bound in the apposing
carbohydrate recognition domains. Reproduced with permission from Reference [52].

2.3. Galectin-1 Synthesis and Secretion

As is characteristic of cytoplasmic proteins, galectin-1 is synthesized on cytosolic ribosomes and
possesses the archetypal acetylated N-termini and lack of signal peptides [44]. From the cytosol,
galectin-1 can be targeted to cell nuclei, translocated to the intracellular side of cell membranes,
or secreted [44,51]. Secretion occurs through an unorthodox mechanism that involves direct
translocation across the plasma membrane, bypassing the classical vesicle-mediated endoplasmic
reticulum/Golgi pathway for exocytosis [42,51]. This novel export machinery has been proposed to
use 3-galactoside-containing surface molecules as export receptors for intracellular galectin-1 [42,51].
By specifically targeting the 3-galactoside binding site motif, this export machinery would provide a
quality control mechanism to recognize only properly folded galectin-1 [51,53]. Although galectin-1
lacks identifiable secretion signal sequences, it is found on the extracellular side of cell membranes
and in the extracellular matrix (ECM) of various normal and neoplastic tissues [44,51].

3. Overview of Galectin-1 in Cancer

The amount of extracellular of galectin-1 is altered in a variety of cancer cell types [54-56],
including melanoma [57,58], ovarian [59,60], lung [61], prostate [62,63], bladder [64], thyroid [65,66],
pancreatic [67], head-neck [68], cervical [69], uterine [70], and colorectal cancers [71,72]. In addition,
galectin-1 is often overexpressed in the stroma surrounding tumor cells [73,74].

The increased expression of galectin-1 has been correlated with a variety of processes in
cancer progression, including the cellular aggregation/tumor formation, metastatic spread of
cancer, angiogenesis, and apoptosis [5,48,51,75,76]. A brief summary of galectin-1 binding partners,
cellular location, and associated activities in cancer is provided in Table 1. More detail regarding
the binding partners and associated biological activities of galectin-1 are provided in recent
reviews [5,42,47,48,51,77].

Table 1. Galectin-1 binding partners and associated cancer processes.

Localization Binding Partner Biological Activities Cell Type References

H-Ras H-Ras/MEK/ERK cascade activation Bladder cancer [78]
Intracellular Pro-24 [-catenin signaling inhibition Colon cancer [79]
Gemin4 Pre-RNA splicing modulation Cervical cancer [80]
90K/Mac-2BP Homotypic cell adhesion Melanoma [57]
Mucin 1 Cell adhesion Prostate cancer [81]
Laminin Cell-ECM adhesion Endothelial [82]
Fibronectin Cell-ECM adhesion Endothelial [83]
Extracellular Neuropilin-1 Proliferation, migration, and adhesion induction Endothelial [84]
VEGFR Neovascularization activation Endothelial [9]

CD45 Membrane redistribution, and T cell death induction T cell [85,86]

CD43 Membrane redistribution, and T cell death induction T cell [10,85]
CD7 T cell death induction T cell [85]

ECM, extracellular matrix; MEK, mitogen and extracellular signal regulated protein kinase; ERK, extracellular
signal regulated protein kinase; VEGFR, vascular endothelial growth factor receptor.
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3.1. Intracellular Galectin-1

Intracellular galectin-1 acts as a scaffold protein for intracellular signaling pathways in a
carbohydrate independent manner. Relevant to cancer cell biology, intracellular galectin-1 participates
in protein—protein interactions with H-Ras [78], protocadherin-24 [79], and Gemin4 [80] in a
carbohydrate-independent manner [48,51]. These proteins are structurally unrelated and do not
share any common domains or motifs [51].

3.2. Extracellular Galectin-1

Extracellular galectin-1 participates in the defining (3-galactoside binding activity [42,57,63,82,87,88].
For example, the metastatic spread of cancer occurs in part through interactions between galectin-1
and glycoproteins in the ECM, such as laminin and fibronectin [51]. The binding of cell-surface
glycoproteins, such 90K/Mac-2BP and Mucin 1, by galectin-1 mediates cellular aggregation/tumor
formation [51]. Lactose-functionalized dendrimers were shown to nucleate the formation of
galectin-1/glycodendrimer aggregates of about 500 nm diameter that were remarkably homogeneous.
When added to cell in vitro, these galectin-1/glycodendrimer aggregates provided an alternative to
ECM binding that altered cell surface processes [89].

Galectin-1 mechanisms in cellular aggregation/tumor formation, migration and invasion,
tumor-induced angiogenesis, and apoptosis of activated T cells are discussed in detail in the following
sections of this review. In particular, multivalent functions of galectin-1 are highlighted.

4. Multivalent Mechanisms of Action of Galectin-1 in Cancer

This section will address multivalent galectin-1 mediated mechanisms in cellular aggregation,
adhesion to the ECM, migration and invasion, angiogenesis, and apoptosis.

4.1. Homotypic Cellular Aggregation

Galectin-1 has been reported to mediate homotypic aggregation of cancer cells through
multivalent interactions with cell-surface glycoconjugates in a variety of cell types [48,49]. Tinari et al.
demonstrated that galectin-1 induces homotypic aggregation in human melanoma cells (A375) [57].
Galectin-1 was observed to bivalently bind the cell surface glycoprotein 90K/Mac-2BP on adjacent
cells to promote aggregation [57].

Mucin 1 is another putative cancer cell-surface receptor of galectin-1 [51,90]. Mucin 1 is a large
transmembrane protein that is overexpressed and aberrantly glycosylated with the Thomsen-Friedenreich
(TF) antigen (a Galp1-3GalNAc disaccharide) on many cancer cells [91]. Galectin-1 binding to the TF
antigen was reported by Jeschke et al. [58]. The TF antigen was conjugated on a polyacrylamide
framework (TF-PAA), and galectin-1 binding to TF-PAA was monitored by following cellular
aggregation using a chorionic carcinoma cell line (BeWo) known to express Mucin 1 [58]. TF-PAA was
observed to strongly diminish the interactions that drive cellular aggregation in the BeWo cell line,
indicating that the binding of galectin-1 to the TF antigen expressed on Mucin 1 mediated cellular
aggregation [81].

Providing further support for the galectin-1 TF antigen interaction as a significant pathway in
cancer cell aggregation, Glinsky et al. observed the interaction of galectin-1 with the TF-antigen
on MDA-MB-435 breast cancer cells [92]. Using confocal microscopy, galectin-1 accumulation was
observed at the interface between MDA-MB-435 cells [92]. Aggregation was inhibited by the TF-antigen
specific peptide P-30, indicating the galectin-1 binding to the TF-antigen mediated homotypic
aggregation [92].

These studies indicate that multivalent interactions of galectin-1 with cell-surface glycoconjugates
(e.g., Mucin 1) mediate aggregation through cellular cross-linking (Figure 2) [88]. Multivalent
binding of TF antigen by galectins has been reported to cluster Mucin 1 on the cell surface, which
facilitates cellular aggregation by exposing adhesion molecules [90,93]. Although the mechanism
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of galectin-1-Mucin 1 mediated cellular aggregation is not fully resolved, it is likely similar to that
of galectin-3. Galectin-3 mediates cellular aggregation by binding the TF antigen expressed on
Mucin 1 [90]. Galectin-3 binding to Mucin 1 in the human colon cancer cell line HT-29 was monitored
by confocal microscopy, which revealed that the interaction of galectin-3 with Mucin 1 polarized
the cell surface [90]. Mucin 1 becomes clustered on the surface of the cell, which exposes smaller
adhesion molecules previously concealed by the large transmembrane protein [90]. Exposed adhesion
molecules interact with adhesion molecules on neighboring cells to aggregate cells. Because both
galectin-1 and galectin-3 are known to bind to the TF antigen on Mucin 1 [58], it is therefore likely
that galectin-1 mediates aggregates through a similar a mechanistic pathway. Thus, it is likely that
galectin-1 multivalently mediates cellular aggregation by cross-linking adjacent cells and exposing
adhesion molecules through the clustering of Mucin 1 (Figure 2).
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Figure 2. Galectin-1 mediates homotypic aggregation of cancer cells through multivalent interactions
with cell-surface glycoproteins on adjacent cells and through reorganization of the cell surface, which
exposes adhesion molecules.

Inhibition of cancer cellular aggregation in vitro was demonstrated using lactose-functionalized
dendrimers. Galectin-1 was bound by the glycodendrimers, which disabled the process shown in
Figure 2. Glycodendrimers nucleated the formation of glycodendrimer/galectin-1 aggregates such
that galectin-1 no longer effectively cross-linked the cancer cells. Fluorescence labeling studies also
indicated that multivalent binding of galectin-1 to reorganize cell surface Mucin 1 was also disrupted
in the presence of glycodendrimers [89]. This study strongly supports the hypothesis that galectin-1
uses multivalent interactions to aggregate cancer cells.

4.2. Cellular Adhesion to the Extracellular Matrix (ECM)

Galectin-1 has been observed to arbitrate the adhesion of cancer cells to the ECM [63,83]. Laminin,
fibronectin, and other glycoproteins presented in the basement membrane provide the necessary
epitopes for galectin-1 cell-ECM cross-linking [77,94]. A comprehensive list of basement membrane
proteins and associated biological activities is provided in the referenced review [77].

Galectin-1 has been observed to biphasically arbitrate cell-ECM interactions. Dose-dependent
binding of galectin-1 to laminin and fibronectin in cell-ECM adhesion has been reported in
melanoma [82] and ovarian [83] cancer cell lines. As shown in Figure 3a, the pro-adhesive mechanism
proceeds through galectin-1 mediated cross-linking of ECM proteins and cell-surface glycoconjugates.
These studies suggest that one activity of galectin-1 is to modulate cancer cell adhesion during
metastasis. Conversely, negative regulation of cell-ECM adhesion, in which galectin-1 inhibits
cell-ECM interactions by competitively binding matrix glycoproteins or cell-surface glycoconjugates,
has also been well documented (Figure 3b). In studies by the Barondes’ group, differentiating C2C12
mouse myoblasts were adhered to a laminin-immobilized surface [95]. Exogenous galectin-1 was



Int. ]. Mol. Sci. 2016, 17, 1566 6 of 22

observed to inhibit adhesion to and migration on the lamimin-coated plates [95]. Similar anti-adhesive
properties have been observed with other cell types in the presence of exogenous galectin-1 [96-98].
These studies suggest another role for galectin-1—the modulation of tumor cell detachment, which
allows tumor cells to travel to a secondary site.

Pro-adhesion mechanism Anti-adhesion mechanism

Glycoprotein

Galectin-1

Collagen

Galectin-1

Laminin Laminin
[V a Vo Vo VoV W o Vo Vo Vo W Vo VoV, vy AU
Extracellular Matrix Extracellular Matrix
(a) (b)

Figure 3. Biphasic arbitration of cell-extracellular matrix (ECM) interactions by galectin-1: (a) galectin-1
mediated cross-linking of cell-surface glycoconjugates and ECM glycoproteins promotes adhesion;
and (b) competitive binding to ECM glycoproteins by galectin-1 inhibits adhesion and promotes
dissemination of tumor cells.

Taken together, these studies demonstrate that galectin-1 binding to ECM glycoproteins arbitrates
both cancer cell adhesion and detachment. Factors that may account for the biphasic activity
include: (i) expression of cell-type dependent glycoconjugate ligands for galectin-1; (ii) expression of
cell-type dependent receptors for ECM proteins that influence galectin-1 binding; (iii) co-expression
of multiple galectins exhibiting antagonistic properties; and (iv) changes in expression levels and /or
oligomerization of galectin-1 [77]. Although shown schematically in Figure 3 as a dimer, changes in
the effective valency of galectin-1 could significantly impact ECM adhesion.

4.3. Metastasis: Cancer Cell Migration and Invasion

The hematogenous dissemination of cancer cells is essential to metastasis. During the metastatic
spread of cancer, malignant cells detach from a primary site and migrate to and invade a secondary
site [94]. Galectin-1 expression has been identified as a signature of cellular invasiveness of mammary
carcinoma cell [99]. Furthermore, elevated levels of galectin-1 have been measured in the tissue
at the invasion front of glioblastoma tumors [100-102] and oral squamous cell carcinomas [103].
A comprehensive list of cancer cell types in which galectin-1 has been observed to mediate migration
and invasion is provided in a recent review [77].

Galectin-1 is involved in multiple metastatic processes: (1) adhesion of tumor cells to the
ECM [77,94]; (2) binding of ECM glycoproteins [5,77]; and (3) enhancing proteolytic enzyme
pathways [104,105]. Initially, galectin-1 multivalently mediates tumor cell-ECM adhesion at the
primary site by cross-linking cell surface glycoproteins, such as integrins [94], and glycosylated proteins
in the ECM [106], such as laminin and fibronectin [49]. Galectin-1 then directly mediates migration and
invasion by competitively binding receptors involved in cell-ECM interactions, which allows cancer
cells to detach from the primary site (Figure 4) [5,77]. Pursuant to this mechanism, a correlation likely
exists between a tumor cell’s transformation to a migratory phenotype and galectin-1 expression levels:
the amount of extracellular galectin-1 is likely increased in order to competitively bind glycoconjugates
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involved in cell-ECM cross-linking interactions. Endothelial cell migration has been impaired by
interfering with endogenous galectin-1 expression by, for example, siRNAs or antisense nucleotides,
which supports the direct involvement of galectin-1 binding in tumor cell migration [61,107,108]. Once
the tumor cell migrates to and invades a secondary site, galectin-1 mediates adhesion by cross-linking
tumor cells with the ECM.
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Figure 4. Galectin-1 competitively binds receptors involved in cell-ECM adhesion to promote migration
and invasion.

Extracellular galectin-1 has also been observed to stimulate up-regulation and secretion of
proteolytic enzymes, such as matrix metalloproteinases (MMP), that degrade ECM glycoproteins [104,109].
Activation of the signal transduction pathway that triggers secretion of proteolytic enzymes most
likely occurs through galectin-1 mediated multivalent clustering of cell-surface receptors.

4.4. Tumor-Induced Angiogenesis

This section will discuss galectin-1 mediation of proangiogenic pathways. Angiogenesis is
a complex processes and has been reviewed in great detail [110,111]. Here, a brief overview of
angiogenesis will be provided followed by a discussion of galectin-1 mechanisms in angiogenesis.

Angiogenesis is the growth of new blood vessels out of preexisting capillaries. Blood vessels are
fundamentally composed of endothelial cells, and once activated, these cells can extend the vascular
network by interconnecting to form tubes that direct and maintain blood flow [110]. Tubule formation
involves matrix degradation, proliferation, migration, tube formation, and matrix deposition and is
depicted in Figure 5 [3].

¥

Vessel lumen
BM|EC Pericyte

Figure 5. Angiogenesis. Illustration of the angiogenesis cascade that involves: (1) pericyte detachment
and basal membrane degradation in response to endothelial cell activation; (2) migration of endothelial
tip cells in the direction of the growth factor gradient; (3) provision of support of endothelial tip cells by
the underlying stalk cells; (4) continuation of this process to form luminized vessel sprouts; (5) fusion
of sprouts; and (6) formation of a functional vessel which is further stabilized by deposition of a basal
membrane and attraction of pericytes for structural support [3]. Figure reproduced with permission
from Reference [3]. BM, basal membrane; EC, endothelial cell.
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Angiogenesis occurs naturally during ovulation and wound healing [110]. Tumor-induced
angiogenesis, on the other hand, is a pathologic condition in which tumor cells secrete growth
factors, such as vascular endothelial growth factors (VEGFs), to promote the growth of new blood
vessels [112,113]. These growth factors activate quiescent vasculature in host tissue to stimulate
the growth of new capillaries [110]. The growth of new capillaries is an indispensable process
of metastasis—angiogenesis must occur for tumors to grow beyond a critical size of a few square
millimeters [110,114]. New blood vessels generated from existing vasculature provide tumors with
the necessary blood supply, oxygen, and nutrients for proliferation. Thus, the neovascular system
provides a critical interface between cancer cells and host tissue.

During angiogenesis, endothelial cells are involved in different processes to form the
neovasculature, and galectin-1 binding of glycoconjugates mediates many of these processes. Elevated
levels of galectin-1 expression have been observed in the vasculature of many tumors, including
prostate [107,115], lung [116], colon [117], and oral [61]. While galectin-1 has been observed to
enhance tumor-induced angiogenic processes [113,118,119], the mechanisms of action have not been
fully resolved.

It is likely that the glycosylation patterns of cell surface receptors (e.g., vascular endothelial
growth factor receptors (VEGFRs) and Neuropilin 1 (NRP-1)) discriminates galectin-1 binding. Croci
et al. observed that glycan specific binding of galectin-1 to VEGFR-2 promoted endothelial cell,
EC, signaling and preserved the angiogenic phenotype in the absence of the putative binding
partner, VEGF-A [119]. Glycome remodeling of the EC surface facilitated binding of galectin-1 to
N-glycans expressed on VEGFR-2 in anti-VEGF refractory tumors but inhibited galectin-1 binding in
anti-VEGF sensitive tumors, which explains the proliferation of certain tumor types during anti-VEGF
treatment [119]. In contrast to anti-VEGF-sensitive tumors, which display high levels of x2-6-linked
sialic acid glycans that inhibit galectin-1 binding, anti-VEGF refractory tumors exhibit vasculature
glycosylation patterns (e.g., 1-6GlcNAc) that facilitate interactions with galectin-1 and an increase in
galectin-1 expression [119].

Tumor vascularization has been correlated with elevated levels of galectin-1 in the
endothelium [9,117,118]. In addition to activating endothelial cells, it has been proposed that
galectin-1 plays a critical role in cellular adhesion and migration, functions that are important for
angiogenesis [86]. Vascular endothelial cells have highly glycosylated cell-surfaces [50], and the ECM in
the tumor stroma contains significant levels of known galectin-1 receptors laminin and fibronectin [50].
Activated endothelial cells, after invading the stroma, adhere to the ECM to form a lumen of a new
capillary tube [110]. Capillary tubes then coalesce into loops, forming the new vasculature paramount
for tumor growth and metastasis [110]. Galectin-1 likely acts as a scaffold for vessel growth and
vascular network formation by establishing physical connections between vascular endothelial cells
and the ECM in the tumor microenvironment, which provide the necessary physical support for
neovasculature [27,107,108]. One way that this could be envisioned is shown in Figure 6. For example,
the addition of galectin-1 to endothelial cells (EAhy926 cells and human umbilical vein endothelial
cells (HUVECS)) causes an enhancement in microtubule formation, which is the in vitro model for
angiogenesis [9,120].

In galectin-1 knockout experiments using mice, impedance of tumor growth due to inadequate
angiogenesis has been observed [107,108]. Furthermore, in vivo inhibition studies of galectin-1 activity
in the chick chorioallantoic membrane revealed tortuous and irregular neovessel growth in the absence
of galectin-1, indicating defective vascular guidance [107]. Interestingly, galectin-1 inhibition decreased
neovascularization in a manner similar to anginex, a galectin-1 specific angiogenesis inhibitor [107].

These studies indicate that galectin-1 augments key angiogenic pathways by mediating the
activation of endothelial cells and the formation of a neovasculature network through multivalent
carbohydrate binding [61,107,108,113,117]. Because galectin-1 binding of glycoconjugates mediates
many key processes in angiogenesis, the critical roles of galectin-1 in the angiogenesis cascade remain
an area of active, important investigation.
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Figure 6. Provision of structural support for neovasculature by galectin-1.

4.5. Galectin-1-Induced T Cell Apoptosis

The poor prognosis associated with elevated galectin-1 expression is related to tumor evasion
of the immune response [51]. Tumors evade the immune response by secreting galectin-1, which
triggers apoptosis of infiltrating T cells. This section will discuss the mechanism of galectin-1-induced
apoptosis of activated T cells that allows tumors to evade the immune response.

Galectin-1 regulates apoptotic signaling pathways through colocalization of receptors into
signaling complexes [11,12,39,121]. CD45, CD43, and CD7 have been identified as specific
apoptotic-related receptors for galectin-1 [85]. As shown in Figure 7, galectin-1 cross-linking induces
segregation and clustering of these receptors into discrete membrane microdomains, which are capable
of transducing the cell death signal [85]. Pace et al. performed immunofluorescent localization studies
using confocal microscopy to monitor the localization of the receptors before and after galectin-1
treatment [85]. Prior to galectin-1 treatment, receptors CD45 and CD43 were randomly distributed
across the cell surface [85]. Galectin-1 binding resulted in the redistribution of these receptors and
localization of CD45 in apoptotic membrane blebs [85]. Interestingly, CD43 was observed to segregate
from CD45 and to colocalize with CD7 in distinct blebs on the cell-surface [10,85]. These results
suggest that CD43 may act as a galectin-1 concentrating agent, facilitating subsequent interactions
between galectin-1 and CD7 [10]. Furthermore, only dimeric galectin-1 activates the apoptotic signaling
pathway that triggers the death of activated T cells, which indicates that bivalent cross-linking of
cell-surface receptors mediates transduction of apoptotic signals [86].

CD45
¥, o
fp \ ’%ﬁ)

-~

T Cell -

Figure 7. Galectin-1 mediated T cell apoptosis. Galectin-1 induces segregation and clustering of CD45
in distinct microdomains from CD43/CD7 complexes. Green motif, galectin-1.

Localization of apoptotic receptors into homogenous signaling complexes is critical to T cell
apoptosis: the signaling pathway that transmits the cell death signal is activated upon galectin-1
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mediated segregation and localization [10]. A remarkable characteristic of the galectin-1 apoptosis
mechanism is the ability of the protein to discriminate among and homogenously cluster cell-surface
receptors via selective cross-linking. In addition to the (3-galactoside specificity provided by the
hydrogen bonding amino acids in the CRD, the extended binding pocket of galectin-1 permits
discrimination among receptors in terms of the galactosides composition of the receptor [45].

A distinct mechanism for galectin-1-mediated immunosuppression was proposed by Rubinstein
et al., whereby tumor secreted galectin-1 impairs T cell effector functions involved in eradicating
cancer cells from a host [122]. Effector impairment was suggested to occur either by activation of T cell
apoptotic signaling pathways or by elevation of the activation threshold of naive T cells [122]. In light
of the findings by Pace et al. discussed above, it is likely that galectin-1-mediated T cell receptor
clustering activates T cell apoptotic signaling pathways involved in immunosuppression.

In support of the role of galectin-1 in tumor immunosuppression, in vivo blockage of galectin-1
expression in tumor cells of syngeneic mice promoted tumor rejection and stimulated tumor-specific
T cell-mediated responses [122]. Upon subsequent treatment with galectin-1 sufficient tumors, the
syngeneic mice exhibited an enhanced tumor immune response by resisting tumor challenge [122].
Together, these results demonstrate the importance of galectin-1 in tumor immunosuppression.

5. Synthetic Multivalent Systems for Binding of Galectin-1

From the above discussion of galectin-1 mediated cellular mechanisms in cancer, it should
be understood that galectin-1 interacts multivalently with glycosylated receptors throughout the
metastatic progression of cancer. Because a single interaction between a carbohydrate and its receptor
(e.g., protein) is attenuated [7], nature presents multiple copies of receptors to enhance individual
binding interactions and to elicit a biological response [1,2]. To better understand multivalent
protein—carbohydrate interactions in cancer, synthetic multivalent frameworks can be applied to
modulate native multivalent cellular mechanisms [123]. Multivalent nanoparticles functionalized with
peptide and small interfering RNA (siRNA) ligands for galectin-1 have recently been reviewed [124].
Multivalent systems can be used for targeted drug delivery, imaging, and to discern and mediate
multivalent biological processes. An understanding of the impact that valency has on galectin-1
mediated cancer processes is important for advancement of our mechanistic understanding of the
impacts of galectin-1 on cancer progression. Although homotypic cellular aggregation, cellular
adhesion to the ECM, metastasis, angiogenesis, and apoptosis are highlighted here, additional
processes in which multivalent binding by galectin-1 is involved in cancer progression are likely.
In this section, carbohydrate-functionalized synthetic multivalent systems that have been reported in
studies with galectin-1 are described.

5.1. Dimers and Small Clusters of Carbohydrates

Rabinovich et al. synthesized lactulose amine dimers to target galectins (Figure 8) [125].
The lactulose amine dimers inhibited binding of galectin-1 to the protein 90K in solid-phase assays.
In addition, the dimers demonstrated regulatory effects in galectin-1 mediated tumor-cell apoptosis,
homotypic cellular aggregation, and angiogenesis. For example, the dimer connected by eight carbons
inhibited homotypic cellular aggregation and angiogenesis whereas the 12 carbon chain dimer did not.
However, apoptosis was enhanced when in the presence of either dimer [125].

The length, rigidity, and functionality of the linker group have repeatedly been shown to have
important consequences for multivalent binding. Linkers that are too short, too long, or rigidly oriented
in such a way that multivalent interactions become strained reduce the likelihood that multivalent
binding will be impactful, since unfavorable enthalpic contributions to binding will be introduced.
Linkers that are too hydrophobic or introduce unfavorable noncovalent interactions outside the binding
pocket can also negate any gains that would be realized via multivalency [1,126-129]. Thus, the length
of the linker in this case, although not discussed in the cited article, is likely impacting either the ability
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of the lactose ligands to bind efficiently to their receptors or the ability of the linker portion to avoid
unfavorable stereoelectronic interactions outside the receptor binding site.
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Figure 8. Lactulose amine dimers to target galectin-1.

In another interesting study of the impact of linkers on binding, isothermal titration calorimetry
(ITC) and hemagglutination studies were performed on a series of short dimers of N-acetyllactosamine
by Ahmad et al. [130]. Linkers comprised of two, three, or four methylene units as well as a galactoside
core were used to link N-acetyllactosaminosides. In this case, agglutination and ITC values were
comparable for all of the compounds that were studied [130]. When rigid linkers were used to create
dimers and tetramers of lactosides, no significant multivalency effect was observed in an enzyme
linked immunosorbent assay (ELISA) type inhibition assay for binding to galectin-1, but differences
in binding between galectin-1 and galectin-3 were observed [126]. Longer linkers may be required
for significant changes in binding to be detected with galectin-1 because the carbohydrate binding
sites are pointing in opposite directions. Cross-linking and matrix formation, which is difficult to
quantify with dimers and small clusters using many traditional binding experiments, may be more
impactful for function with galectin-1 than with some of the other lectins that are routinely used for
the study of protein—carbohydrate interactions. An example in which dimers, trimers, and tetramers
of lactose were actually less effective than lactose itself at inhibiting surface binding of galectin-1 to
an immobilized target was provided by Andre et al. [131]. This example demonstrates the capability
of the linker to negatively impact associations. On the other hand, incorporation of a carbamate in
the linker for lactose dimers and trimers improved binding affinities and selectivities for galectin-1
relative to linkers containing amides [132].

Taken together, these studies of small clusters of carbohydrates binding to galectin-1 highlight
the importance of the nature of the linker units. The studies reported here also draw attention to the
importance of crosslinking, i.e., binding across multiple galectin-1 dimers rather than binding to both
of the carbohydrate binding sites on one galectin-1 homodimer.

5.2. Self-Assembled Pseudopolyrotaxanes

Rotaxanes are mechanically interlocked molecules in which one molecule threads through another,
as with a string passing through a bead on a necklace. Polyrotaxanes have multiple “bead” molecules
threaded onto one macromolecule or polymer “thread”. Pseudopolyrotaxanes retain the concept of
multiple “bead” molecules along a “thread”, but no endgroups are present on the “thread” to prevent
movement of the “bead” molecule on and off the thread [133,134]. Thus, the pseudopolyrotaxanes
represent the most versatile and most dynamic members of this family of molecules.

Belitsky et al. designed self-assembled pseudopolyrotaxanes as flexible and adaptable multivalent
ligands for galectin-1 (Figure 9) [135]. Lactoside-displaying cyclodextrin units were non-covalently
conjugated on a polymeric polyviologen backbone. Rotational and translational freedom along the
polymeric backbone provides a mobile display of lactosides. Agglutination assays revealed that
galectin-1 interacted with flexible multivalent ligands with higher affinity than compared to less
dynamic ligand displays. Multivalent inhibition enhancement was attributed to multivalent lactosides
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successively binding the galectin-1 CRD, which effectively decreased k¢ [135]. As depicted in Figure 9,
this pseudopolyrotaxane system is much more likely to effectively cross-link galectin-1 lectins than

small glycoclusters [136].

Figure 9. Self-Assembled Pseudopolyrotaxanes, statistical binding mechanism for Galectin-1.

Reprinted with permission from [136]. Red is the carbohydrate, blue is a bipyridinium segment,
and green is the cyclodextrin.

5.3. Carbohydrate-Functionalized Cyclodextrins and Calixarenes

Calixarenes are cyclic oligomers of phenols with formaldehyde. Calixarenes were functionalized
with two to eight lactoside or galactoside groups on their upper rim by Andre, Ungaro and co-workers.
Because of their relatively rigid structure, the carbohydrate-functionalized calixarenes were used to
determine the impact that the orientation of ligands (in addition to their density) would have on
binding specificity and selectivity with galectins. Functionalization of the lower rim of the calixarene
(opposite the sugar ligands) with alkyl groups locked the calixarenes into fixed conformations that
were used in binding assays. In solid phase inhibition assays with asialofetuin-functionalized surfaces,
differences in the calixarene conformations caused differences in binding selectivity amongst the
galectins [137].

[-Cyclodextrins with galactose, lactose, and N-acetyllactosamine functionalizations were used in
inhibition binding assays with surface-presented carbohydrates and galectin-1, galectin-7, or galectin-3.
Galectin-3 was found to bind more effectively to the functionalized cyclodextrin than galectin-1 and
galectin-7 [138].

Binding studies using carbohydrate functionalized calixarenes and cyclodextrins demonstrate
the importance that the alignment of the carbohydrates on a multivalent framework plays in creating
selective binding partners for galectins.

5.4. Glycodendrimers

Dendrimers are a powerful framework to investigate multivalent protein—carbohydrate
interactions and to mediate associated biological activities. The polymeric framework is symmetrical
and highly branched. Dendrimers have sizes that allow for biomimicry of receptors [139] and contain a
variable number of end groups for synthetic modifications [140]. These characteristics contribute to the
utility of dendrimers in biological studies and applications [141], such as DNA- and drug-delivery [142],
tissue repair [143], and cellular imaging [144].

Andre and co-workers developed small dendrimers bearing two, four, or eight lactosides with
a 3,5-di(2-aminoethoxy)benzoic acid branching unit. These dendrimers were used as inhibitors for
galectin-1 binding to glycoprotein-functionalized surface including laminin, and differences in the
effectiveness of inhibition were observed for galectin-1 relative to galectin-3 and galectin-7. The best
inhibition was observed for galectin-1 [145].
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For poly(amidoamine) (PAMAM) dendrimers, the number of amino end groups doubles with
each increase in generation, starting with generation zero (G(0)) PAMAM dendrimer that presents a
theoretical maximum of four terminal amines to G10 that presents a theoretical maximum of 4096 end
groups [140]. Glycodendrimers, which are generated by functionalizing the PAMAM scaffold with
carbohydrates, have been employed for the study of a variety of biological processes mediated by
protein—carbohydrate interactions [27]. By tethering multiple glycosides to the multivalent framework,
PAMAM glycodendrimers can enhance the binding affinity of a generally weak monovalent interaction
between a lectin and a carbohydrate to study biological processes involving protein carbohydrate
interactions [146]. For example, glycodendrimers have been used to study multivalent interactions
mediated by carbohydrate binding proteins known as lectins. Woller et al. used mannose
functionalized dendrimer to control clustering of Concanavalin A (Con A), a plant lectin, in a
generation-dependent and valency-dependent manner [147]. Binding of Con A was observed to
alter the binding activity in hemagglutination and precipitation assays [147]. Con A binding to
glycodendrimers was attenuated in a predictable manner by mixing carbohydrates that had lower
and higher monovalent affinities on the dendrimer surface [148,149]. Goodman et al. used lactose
functionalized dendrimers to study galectin-3 interactions, showing that aggregate formation was a
function of the size of the multivalent framework and the number of nucleation sites [150]. Michel
et al. then applied the lactose functionalized dendrimers to the study of galectin-3 mediated cellular
aggregation, demonstrating inhibition of aggregation occurred when small glycodendrimers (i.e., G(2))
were used and larger glycodendrimers (i.e., G(6)) augmented aggregation [36].

Since presenting multiple glycosides on a multivalent framework enhances the strength and
specificity of the interaction with another galectin [136,151], glycodendrimers 1-4 were also studied
with galectin-1. Generations 2, 3, 4, and 6 PAMAM dendrimers were functionalized with lactose to
generate the series of glycodendrimers. Synthesis and characterization were performed according to
reported procedures [150]. Figure 10a shows the four generations of lactose-functionalized dendrimers
used for these studies and the lactose loading of each generation as determined using nuclear
magnetic resonance (NMR) and matrix assisted laser-desorption time of flight mass spectrometry
(MALDI-ToF MS). The PAMAM framework is shown in Figure 10b.
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Figure 10. (a) Lactose functionalized poly(amidoamine) (PAMAM) dendrimers used; and
(b) PAMAM framework.
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To study the influence of synthetic multivalent ligands on galectin-1 mediated cellular processes,
a variety of assays were performed. For example, the interaction of galectin-1 and surface adsorbed
multivalent dendrimers 1-4 were investigated using an ELISA. The ELISA indicated that galectin-1
binds effectively to the glycodendrimers [152]. In addition, the binding of galectin-1 to glycodendrimers
in solution was investigated using Dynamic Light Scattering (DLS) and Fluorescence Microscopy
(FM) [89]. Glycodendrimers 1-4 organized galectin-1 into biologically active arrays that were applied
to a cellular aggregation assay using DU145 prostate cancer cells (because they express Mucin 1,
a cognate galectin-1 receptor [58,153]). The multivalent glycodendrimers altered the presentation of
the galectin-1 to the cells, which inhibited homotypic aggregation.

6. Conclusions

Cancer is a leading cause of death worldwide. The malignant spread of cancer is advanced in
part through multivalent protein carbohydrate interactions. Galectin-1, which is commonly over
expressed in malignant cancer, mediates a variety of cellular processes in cancer progression by
interacting with glycoconjugates in the tumor microenvironment. For example, galectin-1 has been
found to arbitrate cellular aggregation, migration and invasion, tumor-induced angiogenesis, and
T cell apoptosis. Studies using animal models support the critical role of galectin-1 in mediating tumor
growth and metastasis. Taken together, these studies indicate that galectin-1 inhibition is a promising
therapeutic strategy against cancer.

Because galectin-1 mediates metastatic processes via multivalent interactions with glycoconjugates,
traditional monovalent therapeutics are fundamentally ineffective. Synthetic, multivalent systems,
which can simultaneously target multiple interactions, offer an auspicious alternative. In order to
develop robust multivalent galectin-1 therapeutics, a better understanding of galectin-1 mechanisms
in cancer is paramount. Here, materials designed to evaluate the impact of several features of the
synthetic multivalent glycosystems on galectin-1 are presented. These systems are being used to
probe the importance of flexibility and dynamics, linker length, functionalization adjacent to the
carbohydrate, size of the framework, and number of carbohydrates on the binding interaction with
galectin-1. Synthetic multivalent systems such as the ones described here are now providing important
insights into the multivalent mechanisms of action of galectin-1. They are now being used to probe the
mechanism of action of galectin-1 in cancer processes.
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Abbreviations

Con A Concanavalin A

CRD Carbohydrate recognition domain

ECM Extracellular matrix

MALDI-ToF  Matrix assisted laser-desorption time of flight
MMP Matrix metalloproteinase

NMR Nuclear Magnetic Resonance

PAMAM Poly(amidoamine)

TF Thomsen-Friedenreich

TF-PAA Thomsen-Friedenreich polyacrylamide
VEGF Vascular endothelial growth factor

VEGFR Vascular endothelial growth factor receptor
References

1.  Mammen, M.; Choi, S.K.; Whitesides, G.M. Polyvalent interactions in biological systems: Implications for
design and use of multivalent ligands and inhibitors. Angew. Chem. Int. Ed. 1998, 37, 2755-2794. [CrossRef]


http://dx.doi.org/10.1002/(SICI)1521-3773(19981102)37:20&lt;2754::AID-ANIE2754&gt;3.0.CO;2-3

Int. J. Mol. Sci. 2016, 17, 1566 15 of 22

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

Cloninger, M.J.; Biligicer, B.; Li, L; Mangold, S.L.; Phillips, S.T.; Wolfenden, M.L. Mutivalency, in
Supramolecular Chemistry: From Molecules to Nanomaterials; Wiley & Sons, Ltd.: Hoboken, NJ, USA, 2012.
Thijssen, V.L.; Griffioen, A.W. Galectin-1 and -9 in angiogenesis: A sweet couple. Glycobiology 2014, 24,
915-920. [CrossRef] [PubMed]

Kannagi, R.; Izawa, M.; Koike, T.; Miyazaki, K.; Kimura, N. Carbohydrate-mediated cell adhesion in cancer
metastasis and angiogenesis. Cancer Sci. 2004, 95, 377-384. [CrossRef] [PubMed]

Liu, ET.; Rabinovich, G.A. Galectins as modulators of tumour progression. Nat. Rev. Cancer 2005, 5, 29-41.
[CrossRef] [PubMed]

Lee, R.T.; Lee, Y.C. Affinity enhancement by multivalent lectin-carbohydrate interaction. Glycocon;. J. 2000,
17,543-551. [CrossRef] [PubMed]

Lee, Y.C; Lee, R.T. Carbohydrate-protein interactions—Basis of glycobiology. Acc. Chem. Res. 1995, 28,
321-327. [CrossRef]

Huang, Y.-J.; Shiau, A.-L.; Chen, S.-Y,; Chen, Y.-L.; Wang, C.-R.; Tsai, C.-Y,; Chang, M.-Y;; Li, Y.-T,;
Leu, C.-H.; Wu, C.-L. Multivalent structure of galectin-1-nanogold complex serves as potential therapeutics
for rheumatoid arthritis by enhancing receptor clustering. Eur. Cells Mater. 2012, 23, 170-181.

D’Haene, N.; Sauvage, S.; Maris, C.; Adanja, I.; le Mercier, M.; Decaestecker, C.; Baum, L.; Salmon, I. VEGFR1
and VEGFR?2 involvement in extracellular galectin-1- and galectin-3-induced angiogenesis. PLoS ONE 2013,
8, €67029. [CrossRef] [PubMed]

Hernandez, ].D.; Nguyen, ].T.; He, J.; Wang, W.; Ardman, B.; Green, ].M.; Fukuda, M.; Baum, L.G. Galectin-1
binds different CD43 glycoforms to cluster CD43 and regulate T cell death. J. Immunol. 2006, 177, 5328-5336.
[CrossRef] [PubMed]

Sacchettini, J.C.; Baum, L.G.; Brewer, C.F. Multivalent protein-carbohydrate interactions. A new paradigm
for supermolecular assembly and signal transduction. Biochemistry 2001, 40, 3009-3015. [CrossRef] [PubMed]
Brewer, C.F; Miceli, M.C.; Baum, L.G. Clusters, bundles, arrays and lattices: Novel mechanisms for
lectin-saccharide-mediated cellular interactions. Curr. Opin. Struct. Biol. 2002, 12, 616-623. [CrossRef]
Belardi, B.; O'Donoghue, G.P; Smith, AW.; Groves, J.T.; Bertozzi, C.R. Investigating cell surface
galectin-mediated cross-linking on glycoengineered cells. |. Am. Chem. Soc. 2012, 134, 9549-9552. [CrossRef]
[PubMed]

Garner, O.B.; Baum, L.G. Galectin-glycan lattices regulate cell-surface glycoprotein organization and
signalling. Biochem. Soc. Trans. 2008, 36, 1472-1477. [CrossRef] [PubMed]

Gestwicki, J.E.; Strong, L.E.; Cairo, C.W.; Boehm, FJ.; Kiessling, L.L. Cell aggregation by scaffolded receptor
clusters. Chem. Biol. 2002, 9, 163—-169. [CrossRef]

Disney, M.D.; Zheng, ].; Swager, T.M.; Seeberger, P.H. Detection of bacteria with carbohydrate-functionalized
fluorescent polymers. J. Am. Chem. Soc. 2004, 126, 13343-13346. [CrossRef] [PubMed]

Yilmaz, G.; Becer, C.R. Precision glycopolymers and their interactions with lectins. Eur. Polym. |. 2013, 49,
3046-3051. [CrossRef]

Kitov, P.I.; Sadowska, ].M.; Mulvey, G.; Armstrong, G.D.; Ling, H.; Pannu, N.S.; Read, R.J.; Bundle, D.R.
Shiga-like toxins are neutralized by tailored multivalent carbohydrate ligands. Nature 2000, 403, 669—672.
[PubMed]

Zhang, Q.; Su, L.; Collins, J.; Chen, G.; Wallis, R.; Mitchell, D.A.; Haddleton, D.M.; Becer, C.R. Dendritic cell
lectin-targeting sentinel-like unimolecular glycoconjugates to release an anti-HIV drug. J. Am. Chem. Soc.
2014, 136, 4325-4332. [CrossRef] [PubMed]

Chen, Y.; Chen, G.; Stenzel, M.H. Synthesis and lectin recognition of glyco star polymers prepared by
“Clicking” Thiocarbohydrates onto a reactive scaffold. Macromolecules 2010, 43, 8109-8114. [CrossRef]
Yang, W.; Pan, C.-Y.; Luo, M.-D.; Zhang, H.-B. Fluorescent mannose-functionalized hyperbranched
poly(amido amine)s: Synthesis and interaction with E. coli. Biomacromolecules 2010, 11, 1840-1846. [CrossRef]
[PubMed]

Papp, I.; Dernedde, J.; Enders, S.; Riese, S.B.; Shiao, T.C.; Roy, R.; Haag, R. Multivalent presentation of
mannose on hyperbranched polyglycerol and their interaction with concanavalin a lectin. ChemBioChem
2011, 12, 1075-1083. [CrossRef] [PubMed]

Lin, K.; Kasko, A.M. Effect of branching density on avidity of hyperbranched glycomimetics for mannose
binding lectin. Biomacromolecules 2013, 14, 350-357. [CrossRef] [PubMed]


http://dx.doi.org/10.1093/glycob/cwu048
http://www.ncbi.nlm.nih.gov/pubmed/24861051
http://dx.doi.org/10.1111/j.1349-7006.2004.tb03219.x
http://www.ncbi.nlm.nih.gov/pubmed/15132763
http://dx.doi.org/10.1038/nrc1527
http://www.ncbi.nlm.nih.gov/pubmed/15630413
http://dx.doi.org/10.1023/A:1011070425430
http://www.ncbi.nlm.nih.gov/pubmed/11421347
http://dx.doi.org/10.1021/ar00056a001
http://dx.doi.org/10.1371/journal.pone.0067029
http://www.ncbi.nlm.nih.gov/pubmed/23799140
http://dx.doi.org/10.4049/jimmunol.177.8.5328
http://www.ncbi.nlm.nih.gov/pubmed/17015718
http://dx.doi.org/10.1021/bi002544j
http://www.ncbi.nlm.nih.gov/pubmed/11258914
http://dx.doi.org/10.1016/S0959-440X(02)00364-0
http://dx.doi.org/10.1021/ja301694s
http://www.ncbi.nlm.nih.gov/pubmed/22540968
http://dx.doi.org/10.1042/BST0361472
http://www.ncbi.nlm.nih.gov/pubmed/19021578
http://dx.doi.org/10.1016/S1074-5521(02)00102-3
http://dx.doi.org/10.1021/ja047936i
http://www.ncbi.nlm.nih.gov/pubmed/15479090
http://dx.doi.org/10.1016/j.eurpolymj.2013.06.001
http://www.ncbi.nlm.nih.gov/pubmed/10688205
http://dx.doi.org/10.1021/ja4131565
http://www.ncbi.nlm.nih.gov/pubmed/24568546
http://dx.doi.org/10.1021/ma100919x
http://dx.doi.org/10.1021/bm100307d
http://www.ncbi.nlm.nih.gov/pubmed/20527872
http://dx.doi.org/10.1002/cbic.201000718
http://www.ncbi.nlm.nih.gov/pubmed/21480454
http://dx.doi.org/10.1021/bm3015285
http://www.ncbi.nlm.nih.gov/pubmed/23205949

Int. J. Mol. Sci. 2016, 17, 1566 16 of 22

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

Chien, Y.-Y,; Jan, M.-D.; Adak, AK. Tzeng, H.-C.; Lin, Y.-P; Chen, Y.-J.; Wang, K.-T.; Chen, C.-T,;
Chen, C.-C.; Lin, C.-C. Globotriose-functionalized gold nanoparticles as multivalent probes for Shiga-like
toxin. ChemBioChem 2008, 9, 1100-1109. [CrossRef] [PubMed]

Wang, X.; Ramstrom, O.; Yan, M. Quantitative analysis of multivalent ligand presentation on gold
glyconanoparticles and the impact on lectin binding. Anal. Chem. 2010, 82, 9082-9089. [CrossRef] [PubMed]
Brinas, R.P; Sundgren, A ; Sahoo, P.; Morey, S.; Rittenhouse-Olson, K.; Wilding, G.E.; Deng, W.; Barchi, ].J., Jr.
Design and synthesis of multifunctional gold nanoparticles bearing tumor-associated glycopeptide antigens
as potential cancer vaccines. Bioconj. Chem. 2012, 23, 1513-1523. [CrossRef] [PubMed]

Chabre, Y.M.; Roy, R. Recent trends in glycodendrimer syntheses and applications. Curr. Top. Med. Chem.
2008, 8, 1237-1285. [CrossRef] [PubMed]

Johansson, S.M.C.; Arnberg, N.; Elofsson, M.; Wadell, G.; Kihlberg, J. Multivalent HSA conjugates of
3/—Siallyllactose are potent inhibitors of adenoviral cell attachment and infection. ChemBioChem 2005, 6,
358-364. [CrossRef] [PubMed]

Sun, X.L.; Cui, W.X,; Haller, C.; Chaikof, E.L. Site-specific multivalent carbohydrate labeling of quantum
dots and magnetic beads. ChemBioChem 2004, 5, 1593-1596. [CrossRef] [PubMed]

Song, X.; Xia, B.; Stowell, S.R.; Lasanajak, Y.; Smith, D.F.; Cummings, R.D. Novel fluorescent glycan
microarray strategy reveals ligands for galectins. Chem. Biol. 2009, 16, 36—47. [CrossRef] [PubMed]
Opyelaran, O,; Li, Q.; Farnsworth, D.; Gildersleeve, ].C. Microarrays with varying carbohydrate density reveal
distinct subpopulations of serum antibodies. J. Proteorme Res. 2009, 8, 3529-3538. [CrossRef] [PubMed]
Zheng, H.; Du, X. Multivalent protein binding in carbohydrate-functionalized monolayers through
protein-directed rearrangement and reorientation of glycolipids at the air-water interface. Biochim. Biophys.
Acta Biomembr. 2011, 1808, 2128-2135. [CrossRef] [PubMed]

Park, H.; Rosencrantz, R.R.; Elling, L.; Boeker, A. Glycopolymer brushes for specific lectin binding by
controlled multivalent presentation of N-acetyllactosamine glycan oligomers. Macromol. Rapid Commun.
2015, 36, 45-54. [CrossRef] [PubMed]

Choi, S.K. Synthetic Multivalent Molecules: Concepts and Biomedical Applications; Wiley & Sons, Ltd.: Hoboken,
NJ, USA, 2004.

Bojarova, P.; Kren, V. Sugared biomaterial binding lectins: Achievements and perspectives. Biomater. Sci.
2016, 4, 1142-1160. [CrossRef] [PubMed]

Michel, A.K.; Nangia-Makker, P.; Raz, A.; Cloninger, M.J. Lactose-functionalized dendrimers arbitrate the
interaction of galectin-3/MUC1 mediated cancer cellular aggregation. ChemBioChem 2014, 15, 2106-2112.
[CrossRef] [PubMed]

Vonnemann, J.; Liese, S.; Kuehne, C.; Ludwig, K.; Dernedde, J.; Bottcher, C.; Netz, R.R.; Haag, R.
Size-dependence of steric shielding and multivalency effects for globular binding inhibitors. J. Am. Chem. Soc.
2015, 137, 2572-2579. [CrossRef] [PubMed]

Laurino, P; Kikkeri, R.; Azzouz, N.; Seeberger, P.H. Detection of bacteria using glyco-dendronized polylysine
prepared by continuous flow photofunctionalization. Nano Lett. 2011, 11, 73-78. [CrossRef] [PubMed]
Kiessling, L.L.; Gestwicki, J.E.; Strong, L.E. Synthetic multivalent ligands as probes of signal transduction.
Angew. Chem. Int. Ed. 2006, 45, 2348-2368. [CrossRef] [PubMed]

Barondes, S.H.; Castronovo, V.; Cooper, D.N.W.; Cummings, R.D.; Drickamer, K.; Feizi, T.; Gitt, M.A.;
Hirabayashi, J.; Hughes, C.; Kasai, K.; et al. Galectins—A family of animal (3-galactoside-binding lectins.
Cell 1994, 76, 597-598. [CrossRef]

Thiemann, S.; Baum, L.G. Galectins and immune responses—]Just how do they do those things they do?
Annu. Rev. Immunol. 2016, 34, 243-264. [CrossRef] [PubMed]

Rabinovich, G.A. Galectin-1 as a potential cancer target. Br. ]. Cancer 2005, 92, 1188-1192. [CrossRef]
[PubMed]

Hirabayashi, J.; Kasai, K. The family of metazoan metal-independent {-galactoside-binding
lectins—Structure, function and molecular evolution. Glycobiology 1993, 3, 297-304. [CrossRef] [PubMed]
Leffler, H.; Carlsson, S.; Hedlund, M.; Qian, Y.N.; Poirier, F. Introduction to galectins. Glycoconj. J. 2002, 19,
433-440. [CrossRef] [PubMed]

Hirabayashi, J.; Hashidate, T.; Arata, Y.; Nishi, N.; Nakamura, T.; Hirashima, M.; Urashima, T.; Oka, T.;
Futai, M.; Muller, WE.G.; et al. Oligosaccharide specificity of galectins: A search by frontal affinity
chromatography. Biochim. Biophys. Acta Gen. Subj. 2002, 1572, 232-254. [CrossRef]


http://dx.doi.org/10.1002/cbic.200700590
http://www.ncbi.nlm.nih.gov/pubmed/18398881
http://dx.doi.org/10.1021/ac102114z
http://www.ncbi.nlm.nih.gov/pubmed/20942402
http://dx.doi.org/10.1021/bc200606s
http://www.ncbi.nlm.nih.gov/pubmed/22812418
http://dx.doi.org/10.2174/156802608785848987
http://www.ncbi.nlm.nih.gov/pubmed/18855708
http://dx.doi.org/10.1002/cbic.200400227
http://www.ncbi.nlm.nih.gov/pubmed/15678425
http://dx.doi.org/10.1002/cbic.200400137
http://www.ncbi.nlm.nih.gov/pubmed/15515080
http://dx.doi.org/10.1016/j.chembiol.2008.11.004
http://www.ncbi.nlm.nih.gov/pubmed/19171304
http://dx.doi.org/10.1021/pr9002245
http://www.ncbi.nlm.nih.gov/pubmed/19366269
http://dx.doi.org/10.1016/j.bbamem.2011.04.019
http://www.ncbi.nlm.nih.gov/pubmed/21640072
http://dx.doi.org/10.1002/marc.201400453
http://www.ncbi.nlm.nih.gov/pubmed/25354386
http://dx.doi.org/10.1039/C6BM00088F
http://www.ncbi.nlm.nih.gov/pubmed/27075026
http://dx.doi.org/10.1002/cbic.201402134
http://www.ncbi.nlm.nih.gov/pubmed/25138772
http://dx.doi.org/10.1021/ja5114084
http://www.ncbi.nlm.nih.gov/pubmed/25623606
http://dx.doi.org/10.1021/nl102821f
http://www.ncbi.nlm.nih.gov/pubmed/21114331
http://dx.doi.org/10.1002/anie.200502794
http://www.ncbi.nlm.nih.gov/pubmed/16557636
http://dx.doi.org/10.1016/0092-8674(94)90498-7
http://dx.doi.org/10.1146/annurev-immunol-041015-055402
http://www.ncbi.nlm.nih.gov/pubmed/26907217
http://dx.doi.org/10.1038/sj.bjc.6602493
http://www.ncbi.nlm.nih.gov/pubmed/15785741
http://dx.doi.org/10.1093/glycob/3.4.297
http://www.ncbi.nlm.nih.gov/pubmed/8400545
http://dx.doi.org/10.1023/B:GLYC.0000014072.34840.04
http://www.ncbi.nlm.nih.gov/pubmed/14758066
http://dx.doi.org/10.1016/S0304-4165(02)00311-2

Int. ]. Mol. Sci. 2016, 17, 1566 17 of 22

46.

47.

48.

49.
50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

Stowell, S.R.; Arthur, C.M.; Mehta, P;; Slanina, K.A.; Blixt, O.; Leffler, H.; Smith, D.E; Cummings, R.D.
Galectin-1, -2, and -3 exhibit differential recognition of sialylated glycans and blood group antigens.
J. Biol. Chem. 2008, 283, 10109-10123. [CrossRef] [PubMed]

Rabinovich, G.A.; Baum, L.G.; Tinari, N.; Paganelli, R.; Natoli, C.; Liu, F.T.; Iacobelli, S. Galectins and their
ligands: Amplifiers, silencers or tuners of the inflammatory response? Trends Immunol. 2002, 23, 313-320.
[CrossRef]

Astorgues-Xerri, L.; Riveiro, M.E,; Tijeras-Raballand, A.; Serova, M.; Neuzillet, C.; Albert, S.; Raymond, E;
Faivre, S. Unraveling galectin-1 as a novel therapeutic target for cancer. Cancer Treat. Rev. 2014, 40, 307-319.
[CrossRef] [PubMed]

Hughes, R.C. Galectins as modulators of cell adhesion. Biochimie 2001, 83, 667-676. [CrossRef]

Ito, K,; Stannard, K.; Gabutero, E.; Clark, A.M.; Neo, S.Y.; Onturk, S.; Blanchard, H.; Ralph, S.J. Galectin-1
as a potent target for cancer therapy: Role in the tumor microenvironment. Cancer Metastasis Rev. 2012, 31,
763-778. [CrossRef] [PubMed]

Camby, I.; Le Mercier, M.; Lefranc, F,; Kiss, R. Galectin-1: A small protein with major functions. Glycobiology
2006, 16, 137R-157R. [CrossRef] [PubMed]

Lopez-Lucendo, M.F,; Solis, D.; Andre, S.; Hirabayashi, ].; Kasai, K.; Kaltner, H.; Gabius, H.J.; Romero, A.
Growth-regulatory human galectin-1: Crystallographic characterisation of the structural changes induced
by single-site mutations and their impact on the thermodynamics of ligand binding. J. Mol. Biol. 2004, 343,
957-970. [CrossRef] [PubMed]

Nickel, W. Unconventional secretory routes: Direct protein export across the plasma membrane of
mammalian cells. Traffic 2005, 6, 607-614. [CrossRef] [PubMed]

Demydenko, D. Galectin-1 expression in tumors and its role in cancer cell adhesion. Exp. Oncol. 2002, 24,
163-166.

Van den Brule, F.; Califice, S.; Castronovo, V. Expression of galectins in cancer: A critical review. Glycocon;j. J.
2002, 19, 537-542. [CrossRef] [PubMed]

Thijssen, V.L.; Heusschen, R.; Caers, J.; Oen, A.W.G. Galectin expression in cancer diagnosis and prognosis:
A systematic review. Biochim. Biophys. Acta Rev. Cancer 2015, 1855, 235-247. [CrossRef] [PubMed]

Tinari, N.; Kuwabara, I.; Huflejt, M.E.; Shen, PF,; Iacobelli, S.; Liu, ET. Glycoprotein 90K/MAC-2BP interacts
with galectin-1 and mediates galectin-1-induced cell aggregation. Int. . Cancer 2001, 91, 167-172. [CrossRef]
Li, Z.-W.; Wang, Y.; Xue, W.-C.; Si, L.; Cui, C.-L.; Cao, D.-E; Zhou, L.-X,; Guo, J.; Lu, A.-P. Expression and
prognostic significance of galectin-1 and galectin-3 in benign nevi and melanomas. Chin. J. Pathol. 2013, 42,
801-805.

Zhang, P; Shi, B.; Zhou, M.; Jiang, H.; Zhang, H.; Pan, X.; Gao, H.; Sun, H.; Li, Z. Galectin-1 overexpression
promotes progression and chemoresistance to cisplatin in epithelial ovarian cancer. Cell Death Dis. 2014, 5,
€991. [CrossRef] [PubMed]

Kim, H.-J.; Jeon, H.-K.; Cho, Y.J.; Park, Y.A ; Choi, ].-].; Do, L.-G.; Song, S.Y.; Lee, Y.-Y.; Choi, C.H.; Kim, T.-J.;
et al. High galectin-1 expression correlates with poor prognosis and is involved in epithelial ovarian cancer
proliferation and invasion. Eur. |. Cancer 2012, 48, 1914-1921. [CrossRef] [PubMed]

Hsu, Y.-L.; Wu, C.-Y,; Hung, J.-Y,; Lin, Y.-S.; Huang, M.-S.; Kuo, P-L. Galectin-1 promotes lung cancer tumor
metastasis by potentiating integrin 634 and Notch1/Jagged?2 signaling pathway. Carcinogenesis 2013, 34,
1370-1381. [CrossRef] [PubMed]

Ellerhorst, J.; Troncoso, P.; Xu, X.C.; Lee, J.; Lotan, R. Galectin-1 and galectin-3 expression in human prostate
tissue and prostate cancer. Urol. Res. 1999, 27, 362-367. [CrossRef] [PubMed]

Ellerhorst, J.; Nguyen, T.; Cooper, D.N.W.; Lotan, D.; Lotan, R. Differential expression of endogenous
galectin-1 and galectin-3 in human prostate cancer cell lines and effects of overexpressing galectin-1 on cell
phenotype. Int. J. Oncol. 1999, 14, 217-224. [CrossRef] [PubMed]

Cindolo, L.; Benvenuto, G.; Salvatore, P,; Pero, R.; Salvatore, G.; Mirone, V.; Prezioso, D.; Altieri, V.;
Bruni, C.B.; Chiariotti, L. Galectin-1 and galectin-3 expression in human bladder transitional-cell carcinomas.
Int. ]. Cancer 1999, 84, 39—43. [CrossRef]

Salajegheh, A.; Dolan-Evans, E.; Sullivan, E.; Irani, S.; Rahman, M.A.; Vosgha, H.; Gopalan, V.; Smith, R.A.;
Lam, A.K.-Y. The expression profiles of the galectin gene family in primary and metastatic papillary thyroid
carcinoma with particular emphasis on galectin-1 and galectin-3 expression. Exp. Mol. Pathol. 2014, 96,
212-218. [CrossRef] [PubMed]


http://dx.doi.org/10.1074/jbc.M709545200
http://www.ncbi.nlm.nih.gov/pubmed/18216021
http://dx.doi.org/10.1016/S1471-4906(02)02232-9
http://dx.doi.org/10.1016/j.ctrv.2013.07.007
http://www.ncbi.nlm.nih.gov/pubmed/23953240
http://dx.doi.org/10.1016/S0300-9084(01)01289-5
http://dx.doi.org/10.1007/s10555-012-9388-2
http://www.ncbi.nlm.nih.gov/pubmed/22706847
http://dx.doi.org/10.1093/glycob/cwl025
http://www.ncbi.nlm.nih.gov/pubmed/16840800
http://dx.doi.org/10.1016/j.jmb.2004.08.078
http://www.ncbi.nlm.nih.gov/pubmed/15476813
http://dx.doi.org/10.1111/j.1600-0854.2005.00302.x
http://www.ncbi.nlm.nih.gov/pubmed/15998317
http://dx.doi.org/10.1023/B:GLYC.0000014083.48508.6a
http://www.ncbi.nlm.nih.gov/pubmed/14758077
http://dx.doi.org/10.1016/j.bbcan.2015.03.003
http://www.ncbi.nlm.nih.gov/pubmed/25819524
http://dx.doi.org/10.1002/1097-0215(200002)9999:9999&lt;::AID-IJC1022&gt;3.3.CO;2-Q
http://dx.doi.org/10.1038/cddis.2013.526
http://www.ncbi.nlm.nih.gov/pubmed/24407244
http://dx.doi.org/10.1016/j.ejca.2012.02.005
http://www.ncbi.nlm.nih.gov/pubmed/22386573
http://dx.doi.org/10.1093/carcin/bgt040
http://www.ncbi.nlm.nih.gov/pubmed/23389289
http://dx.doi.org/10.1007/s002400050164
http://www.ncbi.nlm.nih.gov/pubmed/10550525
http://dx.doi.org/10.3892/ijo.14.2.217
http://www.ncbi.nlm.nih.gov/pubmed/9917495
http://dx.doi.org/10.1002/(SICI)1097-0215(19990219)84:1&lt;39::AID-IJC8&gt;3.0.CO;2-E
http://dx.doi.org/10.1016/j.yexmp.2014.02.003
http://www.ncbi.nlm.nih.gov/pubmed/24530443

Int. ]. Mol. Sci. 2016, 17, 1566 18 of 22

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

82.

Xu, X.C; Elnaggar, AXK.,; Lotan, R. Differential expression of galectin-1 and galectin-3 in
thyroid-tumors—Potential diagnostic implications. Am. J. Pathol. 1995, 147, 815-822. [PubMed]

Xue, X,; Lu, Z; Tang, D.; Yao, J.; An, Y.; Wu, J.; Li, Q.; Gao, W.; Xu, Z.; Qian, Z.; et al. Galectin-1 secreted
by activated stellate cells in pancreatic ductal adenocarcinoma stroma promotes proliferation and invasion
of pancreatic cancer cells an in vitro study on the microenvironment of pancreatic ductal adenocarcinoma.
Pancreas 2011, 40, 832-839. [CrossRef] [PubMed]

Choufani, G.; Nagy, N.; Saussez, S.; Marchant, H.; Bisschop, P.; Burchert, M.; Danguy, A.; Louryan, S.;
Salmon, I.; Gabius, H.J.; et al. The levels of expression of galectin-1, galectin-3, and the thomsen-friedenreich
antigen and their binding sites decrease as clinical aggressiveness increases in head and neck cancers. Cancer
1999, 86, 2353-2363. [CrossRef]

Kim, H.-J.; Do, L-G.; Jeon, H.-K.; Cho, YJ.; Park, Y.A.; Choi, J.-J.; Sung, C.O.; Lee, Y.-Y,; Choi, C.H;
Kim, T.-J.; et al. Galectin 1 expression is associated with tumor invasion and metastasis in stage IB to
IIA cervical cancer. Hum. Pathol. 2013, 44, 62-68. [CrossRef] [PubMed]

Van den Brule, F.A.; Buicu, C.; Berchuck, A.; Bast, R.C.; Deprez, M.; Liu, ET.; Cooper, D.N.W.,; Pieters, C.;
Sobel, M.E.; Castronovo, V. Expression of the 67-KD laminin receptor, galectin-1, and galectin-3 in advanced
human uterine adenocarcinoma. Hum. Pathol. 1996, 27, 1185-1191. [CrossRef]

Sanjuan, X.; Fernandez, P.L.; Castells, A.; Castronovo, V.; VandenBrule, E; Liu, ET.; Cardesa, A.; Campo, E.
Differential expression of galectin 3 and galectin 1 in colorectal cancer progression. Gastroenterology 1997,
113, 1906-1915. [CrossRef]

Zhao, X.-Y.; Chen, T.-T,; Xia, L.; Guo, M.; Xu, Y.; Yue, E; Jiang, Y.; Chen, G.-Q.; Zhao, K.-W. Hypoxia inducible
factor-1 mediates expression of galectin-1: The potential role in migration/invasion of colorectal cancer cells.
Carcinogenesis 2010, 31, 1367-1375. [CrossRef] [PubMed]

Satelli, A.; Rao, PS.; Gupta, PK.; Lockman, PR.; Srivenugopal, K.S.; Rao, U.S. Varied expression and
localization of multiple galectins in different cancer cell lines. Oncol. Rep. 2008, 19, 587-594. [CrossRef]
[PubMed]

Valach, J.; Fik, Z.; Strnad, H.; Chovanec, M.; Plzak, J.; Cada, Z.; Szabo, P.; Sachova, J.; Hroudova, M.;
Urbanova, M.; et al. Smooth muscle actin-expressing stromal fibroblasts in head and neck squamous cell
carcinoma: Increased expression of galectin-1 and induction of poor prognosis factors. Int. |. Cancer 2012,
131, 2499-2508. [CrossRef] [PubMed]

Timoshenko, A.V. Towards molecular mechanisms regulating the expression of galectins in cancer cells
under microenvironmental stress conditions. Cell. Mol. Life Sci. 2015, 72, 4327-4340. [CrossRef] [PubMed]
Thijssen, V.L.; Rabinovich, G.A.; Griffioen, A.W. Vascular galectins: Regulators of tumor progression and
targets for cancer therapy. Cytokine Growth Factor Rev. 2013, 24, 547-558. [CrossRef] [PubMed]

Elola, M.T.; Wolfenstein-Todel, C.; Troncoso, M.E,; Vasta, G.R.; Rabinovich, G.A. Galectins: Matricellular
glycan-binding proteins linking cell adhesion, migration, and survival. Cell. Mol. Life Sci. 2007, 64, 1679-1700.
[CrossRef] [PubMed]

Paz, A.; Haklai, R.; Elad-Sfadia, G.; Ballan, E.; Kloog, Y. Galectin-1 binds oncogenic H-Ras to mediate Ras
membrane anchorage and cell transformation. Oncogene 2001, 20, 7486-7493. [CrossRef] [PubMed]

Ose, R.; Oharaa, O.; Nagase, T. Galectin-1 and galectin-3 mediate protocadherin-24-dependent membrane
localization of 3-catenin in colon cancer cell line HCT116. Curr. Chem. Genom. 2012, 6, 18-26. [CrossRef]
[PubMed]

Park, J.W.; Voss, P.G.; Grabski, S.; Wang, ].L.; Patterson, R.J. Association of galectin-1 and galectin-3 with
Gemin4 in complexes containing the SMN protein. Nucleic Acids Res. 2001, 29, 3595-3602. [CrossRef]
[PubMed]

Jeschke, U.; Karsten, U.; Wiest, L; Schulze, S.; Kuhn, C.; Friese, K.; Walzel, H. Binding of galectin-1 (gal-1)
to the thomsen-friedenreich (TF) antigen on trophoblast cells and inhibition of proliferation of trophoblast
tumor cells in vitro by gal-1 or an anti-TF antibody. Histochem. Cell Biol. 2006, 126, 437-444. [CrossRef]
[PubMed]

Vandenbrule, FA.; Buicu, C.; Baldet, M.; Sobel, M.E.; Cooper, D.N.W.; Marschal, P.; Castronovo, V. Galectin-1
modulates human-melanoma cell-adhesion to laminin. Biochem. Biophys. Res. Commun. 1995, 209, 760-767.
[CrossRef]


http://www.ncbi.nlm.nih.gov/pubmed/7677193
http://dx.doi.org/10.1097/MPA.0b013e318217945e
http://www.ncbi.nlm.nih.gov/pubmed/21747316
http://dx.doi.org/10.1002/(SICI)1097-0142(19991201)86:11&lt;2353::AID-CNCR25&gt;3.0.CO;2-A
http://dx.doi.org/10.1016/j.humpath.2012.04.010
http://www.ncbi.nlm.nih.gov/pubmed/22939954
http://dx.doi.org/10.1016/S0046-8177(96)90313-5
http://dx.doi.org/10.1016/S0016-5085(97)70010-6
http://dx.doi.org/10.1093/carcin/bgq116
http://www.ncbi.nlm.nih.gov/pubmed/20525878
http://dx.doi.org/10.3892/or.19.3.587
http://www.ncbi.nlm.nih.gov/pubmed/18288388
http://dx.doi.org/10.1002/ijc.27550
http://www.ncbi.nlm.nih.gov/pubmed/22447203
http://dx.doi.org/10.1007/s00018-015-2008-x
http://www.ncbi.nlm.nih.gov/pubmed/26245305
http://dx.doi.org/10.1016/j.cytogfr.2013.07.003
http://www.ncbi.nlm.nih.gov/pubmed/23942184
http://dx.doi.org/10.1007/s00018-007-7044-8
http://www.ncbi.nlm.nih.gov/pubmed/17497244
http://dx.doi.org/10.1038/sj.onc.1204950
http://www.ncbi.nlm.nih.gov/pubmed/11709720
http://dx.doi.org/10.2174/1875397301206010018
http://www.ncbi.nlm.nih.gov/pubmed/23115611
http://dx.doi.org/10.1093/nar/29.17.3595
http://www.ncbi.nlm.nih.gov/pubmed/11522829
http://dx.doi.org/10.1007/s00418-006-0178-1
http://www.ncbi.nlm.nih.gov/pubmed/16607538
http://dx.doi.org/10.1006/bbrc.1995.1564

Int. J. Mol. Sci. 2016, 17, 1566 19 of 22

83.

84.

85.

86.

87.

88.

89.

90.

91.

92.

93.

94.

95.

96.

97.

98.

99.

100.

Van den Brule, F; Califice, S.; Garnier, F.; Fernandez, PL.; Berchuck, A.; Castronovo, V. Galectin-1
accumulation in the ovary carcinoma peritumoral stroma is induced by ovary carcinoma cells and affects
both cancer cell proliferation and adhesion to laminin-1 and fibronectin. Lab. Investig. 2003, 83, 377-386.
[CrossRef] [PubMed]

Hsieh, S.H.; Ying, N.-W.,; Wu, M.H.; Chiang, W.E; Hsu, C.L.; Wong, T.Y; Jin, Y.T.; Hong, T.M.; Chen, Y.L.
Galectin-1, a novel ligand of neuropilin-1, activates VEGFR-2 signaling and modulates the migration of
vascular endothelial cells. Oncogene 2008, 27, 3746-3753. [CrossRef] [PubMed]

Pace, K.E; Lee, C.; Stewart, P.L.; Baum, L.G. Restricted receptor segregation into membrane microdomains
occurs on human T cells during apoptosis induced by galectin-1. J. Immunol. 1999, 163, 3801-3811. [PubMed]
Perillo, N.L.; Pace, K.E.; Seilhamer, ].].; Baum, L.G. Apoptosis of T cells mediated by galectin-1. Nature 1995,
378, 736-739. [CrossRef] [PubMed]

Turisci, I.; Cumashi, A.; Sherman, A.A.; Tsvetkov, Y.E.; Tinari, N.; Piccolo, E.; D’Egidio, M.; Adamo, V,;
Natoli, C.; Rabinovich, G.A; et al. Synthetic inhibitors of galectin-1 and-3 selectively modulate homotypic
cell aggregation and tumor cell apoptosis. Anticancer Res. 2009, 29, 403-410. [PubMed]

Brewer, C.F. Binding and cross-linking properties of galectins. Biochim. Biophys. Acta Gen. Subj. 2002, 1572,
255-262. [CrossRef]

Cousin, ].M.; Cloninger, M.J. Glycodendrimers: Tools to explore multivalent galectin-1 interactions. Beilstein J.
Org. Chem. 2015, 11, 739-747. [CrossRef] [PubMed]

Yu, L.G.; Andrews, N.; Zhao, Q.; McKean, D.; Williams, ].F.; Connor, L.]J.; Gerasimenko, O.V.; Hilkens, J.;
Hirabayashi, J.; Kasai, K; et al. Galectin-3 interaction with Thomsen-Friedenreich disaccharide on
cancer-associated MUC]1 causes increased cancer cell endothelial adhesion. J. Biol. Chem. 2007, 282, 773-781.
[CrossRef] [PubMed]

Jeschke, U.; Walzel, H.; Mylonas, I.; Papadopoulos, P.; Shabani, N.; Kuhn, C.; Schulze, S.; Friese, K;
Karsten, U.; Anz, D.; et al. The human endometrium expresses the glycoprotein Mucin 1 and shows positive
correlation for Thomsen-Friedenreich epitope expression and galectin-1 binding. J. Histochem. Cytochem.
2009, 57, 871-881. [CrossRef] [PubMed]

Glinsky, V.V.; Huflejt, M.E.; Glinsky, G.V.; Deutscher, S.L.; Quinn, T.P. Effects of Thomsen-Friedenreich
antigen-specific peptide P-30 on (3-galactoside-mediated homotypic aggregation and adhesion to the
endothelium of MDA-MB-435 human breast carcinoma cells. Cancer Res. 2000, 60, 2584-2588. [PubMed]
Zhao, Q.; Barclay, M.; Hilkens, J.; Guo, X.; Barrow, H.; Rhodes, ].M.; Yu, L.-G. Interaction between circulating
galectin-3 and cancer-associated MUC1 enhances tumour cell homotypic aggregation and prevents anoikis.
Mol. Cancer 2010, 9, 154. [CrossRef] [PubMed]

Hood, ].D.; Cheresh, D.A. Role of integrins in cell invasion and migration. Nat. Rev. Cancer 2002, 2, 91-100.
[CrossRef] [PubMed]

Cooper, D.N.W.; Massa, S.M.; Barondes, S.H. Endogenous muscle lectin inhibits myoblast adhesion to
laminin. J. Cell Biol. 1991, 115, 1437-1448. [CrossRef] [PubMed]

Gu, MJ,; Wang, W.W.; Song, W.K.; Cooper, D.N.W.; Kaufman, S.J. Selective modulation of the interaction of
oy 31 integrin with fibronectin and laminin by L-14 lectin during skeletal-muscle differentiation. J. Cell Sci.
1994, 107, 175-181. [PubMed]

Rabinovich, G.A.; Ariel, A.; Hershkovitz, R.; Hirabayashi, ].; Kasai, K.I; Lider, O. Specific inhibition of T cell
adhesion to extracellular matrix and proinflammatory cytokine secretion by human recombinant galectin-1.
Immunology 1999, 97, 100-106. [CrossRef] [PubMed]

Moiseeva, E.P,; Spring, E.L.; Baron, ].H.; de Bono, D.P. Galectin 1 modulates attachment, spreading and
migration of cultured vascular smooth muscle cells via interactions with cellular receptors and components
of extracellular matrix. J. Vasc. Res. 1999, 36, 47-58. [CrossRef] [PubMed]

Harvey, S.; Zhang, Y.; Landry, F; Miller, C.; Smith, J.W. Insights into a plasma membrane signature.
Phys. Genom. 2001, 5, 129-136.

Camby, I; Belot, N.; Lefranc, F.; Sadeghi, N.; de Launoit, Y.; Kaltner, H.; Musette, S.; Darro, F.; Danguy, A.;
Salmon, I; et al. Galectin-1 modulates human glioblastoma cell migration into the brain through
modifications to the actin cytoskeleton and levels of expression of small gtpases. J. Neuropathol. Exp. Neurol.
2002, 61, 585-596. [CrossRef] [PubMed]


http://dx.doi.org/10.1097/01.LAB.0000059949.01480.40
http://www.ncbi.nlm.nih.gov/pubmed/12649338
http://dx.doi.org/10.1038/sj.onc.1211029
http://www.ncbi.nlm.nih.gov/pubmed/18223683
http://www.ncbi.nlm.nih.gov/pubmed/10490978
http://dx.doi.org/10.1038/378736a0
http://www.ncbi.nlm.nih.gov/pubmed/7501023
http://www.ncbi.nlm.nih.gov/pubmed/19331179
http://dx.doi.org/10.1016/S0304-4165(02)00312-4
http://dx.doi.org/10.3762/bjoc.11.84
http://www.ncbi.nlm.nih.gov/pubmed/26124876
http://dx.doi.org/10.1074/jbc.M606862200
http://www.ncbi.nlm.nih.gov/pubmed/17090543
http://dx.doi.org/10.1369/jhc.2009.952085
http://www.ncbi.nlm.nih.gov/pubmed/19506091
http://www.ncbi.nlm.nih.gov/pubmed/10825125
http://dx.doi.org/10.1186/1476-4598-9-154
http://www.ncbi.nlm.nih.gov/pubmed/20565834
http://dx.doi.org/10.1038/nrc727
http://www.ncbi.nlm.nih.gov/pubmed/12635172
http://dx.doi.org/10.1083/jcb.115.5.1437
http://www.ncbi.nlm.nih.gov/pubmed/1955484
http://www.ncbi.nlm.nih.gov/pubmed/8175907
http://dx.doi.org/10.1046/j.1365-2567.1999.00746.x
http://www.ncbi.nlm.nih.gov/pubmed/10447720
http://dx.doi.org/10.1159/000025625
http://www.ncbi.nlm.nih.gov/pubmed/10050073
http://dx.doi.org/10.1093/jnen/61.7.585
http://www.ncbi.nlm.nih.gov/pubmed/12125737

Int. ]. Mol. Sci. 2016, 17, 1566 20 of 22

101.

102.

103.

104.

105.

106.

107.

108.

109.

110.

111.

112.

113.

114.

115.

116.

117.

118.

Camby, I; Belot, N; Rorive, S.; Lefranc, F; Maurage, C.A.; Lahm, H.; Kaltner, H.; Hadari, Y.; Ruchoux, M.M.;
Brotchi, J.; et al. Galectins are differentially expressed in supratentorial pilocytic astrocytomas, astrocytomas,
anaplastic astrocytomas and glioblastomas, and significantly modulate tumor astrocyte migration.
Brain Pathol. 2001, 11, 12-26. [CrossRef] [PubMed]

Toussaint, L.G., III; Nilson, A.E.; Goble, ].M.; Ballman, K.V.; James, C.D.; Lefranc, F.; Kiss, R.; Uhm, J.H.
Galectin-1, a gene preferentially expressed at the tumor margin, promotes glioblastoma cell invasion.
Mol. Cancer 2012, 11, 32. [CrossRef] [PubMed]

Chiang, W.-F,; Liu, S.-Y.; Fang, L.-Y.; Lin, C.-N.; Wu, M.-H.; Chen, Y.-C.; Chen, Y.-L; Jin, Y.-T. Overexpression
of galectin-1 at the tumor invasion front is associated with poor prognosis in early-stage oral squamous cell
carcinoma. Oral Oncol. 2008, 44, 325-334. [CrossRef] [PubMed]

Wu, M.-H.; Hong, T.-M.; Cheng, H.-W,; Pan, S.-H.; Liang, Y.-R.; Hong, H.-C.; Chiang, W.-F.; Wong, T.-Y,;
Shieh, D.-B.; Shiau, A.-L.; et al. Galectin-1-mediated tumor invasion and metastasis, up-regulated matrix
metalloproteinase expression, and reorganized actin cytoskeletons. Mol. Cancer Res. 2009, 7, 311-318.
[CrossRef] [PubMed]

Roda, O.; Ortiz-Zapater, E.; Martinez-Bosch, N.; Gutierrez-Gallego, R.; Vila-Perello, M.; Ampurdanes, C.;
Gabius, H.-J.; Andre, S.; Andreu, D.; Real, FX,; et al. Galectin-1 is a novel functional receptor for tissue
plasminogen activator in pancreatic cancer. Gastroenterology 2009, 136, 1379-1390. [CrossRef] [PubMed]
Cooper, D.N.W. Galectin-1: Secretion and modulation of cell interactions with laminin. Trends Glycosci. Glycotechnol.
1997, 9, 57-67. [CrossRef]

Thijssen, V.L.J.L.; Postel, R.; Brandwijk, RJ.M.G.E.; Dings, RPM.; Nesmelova, I; Satijn, S.; Verhofstad, N.;
Nakabeppu, Y.; Baum, L.G.; Bakkers, J.; et al. Galectin-1 is essential in tumor angiogenesis and is a target for
antiangiogenesis therapy. Proc. Natl. Acad. Sci. USA 2006, 103, 15975-15980. [CrossRef] [PubMed]
Thijssen, V.L.; Barkan, B.; Shoji, H.; Aries, I.M.; Mathieu, V.; Deltour, L.; Hackeng, T.M.; Kiss, R.; Kloog, Y.;
Poirier, E; et al. Tumor cells secrete galectin-1 to enhance endothelial cell activity. Cancer Res. 2012, 72,
825-825. [CrossRef] [PubMed]

Zhu, X.; Wang, K.; Zhang, K.; Xu, E; Yin, Y.; Zhu, L.; Zhou, E. Galectin-1 knockdown in carcinoma-associated
fibroblasts inhibits migration and invasion of human MDA-MB-231 breast cancer cells by modulating MMP-9
expression. Acta Biochim. Biophys. Sin. 2016, 48, 462-467. [CrossRef] [PubMed]

Hanahan, D.; Folkman, J. Patterns and emerging mechanisms of the angiogenic switch during tumorigenesis.
Cell 1996, 86, 353-364. [CrossRef]

Giatromanolaki, A.; Sivridis, E.; Koukourakis, M.I. Tumour angiogenesis: Vascular growth and survival.
APMIS 2004, 112, 431-440. [CrossRef] [PubMed]

Griffioen, A.W.; Molema, G. Angiogenesis: Potentials for pharmacologic intervention in the treatment of
cancer, cardiovascular diseases, and chronic inflammation. Pharmacol. Rev. 2000, 52, 237-268. [PubMed]

Le Mercier, M.; Mathieu, V.; Haibe-Kains, B.; Bontempi, G.; Mijatovic, T.; Decaestecker, C.; Kiss, R.; Lefranc, .
Knocking down galectin 1 in human HS683 glioblastoma cells impairs both angiogenesis and endoplasmic
reticulum stress responses. J. Neuropathol. Exp. Neurol. 2008, 67, 456—469. [CrossRef] [PubMed]

Folkman, J.; Merler, E.; Abernath, C.; Williams, G. Isolation of a tumor factor responsible for angiogenesis.
J. Exp. Med. 1971, 133, 275-288. [CrossRef] [PubMed]

Clausse, N.; van den Brule, E;; Waltregny, D.; Garnier, E.; Castronovo, V. Galectin-1 expression in prostate
tumor-associated capillary endothelial cells is increased by prostate carcinoma cells and modulates
heterotypic cell-cell adhesion. Angiogenesis 1999, 3, 317-325. [CrossRef] [PubMed]

Lotan, R.; Belloni, PN.; Tressler, R.].; Lotan, D.; Xu, X.C.; Nicolson, G.L. Expression of galectins on microvessel
endothelial-cells and their involvement in tumor-cell adhesion. Glycoconj. J. 1994, 11, 462-468. [CrossRef]
[PubMed]

Thijssen, V.L.; Hulsmans, S.; Griffioen, A.W. The galectin profile of the endothelium—Altered expression and
localization in activated and tumor endothelial cells. Am. J. Pathol. 2008, 172, 545-553. [CrossRef] [PubMed]
Laderach, D.J.; Gentilini, L.D.; Giribaldi, L.; Delgado, V.C.; Nugnes, L.; Croci, D.O.; Al Nakouzi, N.; Sacca, P.;
Casas, G.; Mazza, O.; et al. A unique galectin signature in human prostate cancer progression suggests
galectin-1 as a key target for treatment of advanced disease. Cancer Res. 2013, 73, 86-96. [CrossRef] [PubMed]


http://dx.doi.org/10.1111/j.1750-3639.2001.tb00377.x
http://www.ncbi.nlm.nih.gov/pubmed/11145198
http://dx.doi.org/10.1186/1476-4598-11-32
http://www.ncbi.nlm.nih.gov/pubmed/22583806
http://dx.doi.org/10.1016/j.oraloncology.2007.03.004
http://www.ncbi.nlm.nih.gov/pubmed/17588803
http://dx.doi.org/10.1158/1541-7786.MCR-08-0297
http://www.ncbi.nlm.nih.gov/pubmed/19276182
http://dx.doi.org/10.1053/j.gastro.2008.12.039
http://www.ncbi.nlm.nih.gov/pubmed/19171142
http://dx.doi.org/10.4052/tigg.9.57
http://dx.doi.org/10.1073/pnas.0603883103
http://www.ncbi.nlm.nih.gov/pubmed/17043243
http://dx.doi.org/10.1158/0008-5472.CAN-09-4150
http://www.ncbi.nlm.nih.gov/pubmed/20647324
http://dx.doi.org/10.1093/abbs/gmw019
http://www.ncbi.nlm.nih.gov/pubmed/27025601
http://dx.doi.org/10.1016/S0092-8674(00)80108-7
http://dx.doi.org/10.1111/j.1600-0463.2004.apm11207-0804.x
http://www.ncbi.nlm.nih.gov/pubmed/15563307
http://www.ncbi.nlm.nih.gov/pubmed/10835101
http://dx.doi.org/10.1097/NEN.0b013e318170f892
http://www.ncbi.nlm.nih.gov/pubmed/18431251
http://dx.doi.org/10.1084/jem.133.2.275
http://www.ncbi.nlm.nih.gov/pubmed/4332371
http://dx.doi.org/10.1023/A:1026584523789
http://www.ncbi.nlm.nih.gov/pubmed/14517411
http://dx.doi.org/10.1007/BF00731282
http://www.ncbi.nlm.nih.gov/pubmed/7696849
http://dx.doi.org/10.2353/ajpath.2008.070938
http://www.ncbi.nlm.nih.gov/pubmed/18202194
http://dx.doi.org/10.1158/0008-5472.CAN-12-1260
http://www.ncbi.nlm.nih.gov/pubmed/23108139

Int. ]. Mol. Sci. 2016, 17, 1566 21 of 22

119.

120.

121.

122.

123.

124.

125.

126.

127.

128.

129.

130.

131.

132.

133.

134.

135.

136.

Croci, D.O.; Cerliani, J.P,; Dalotto-Moreno, T.; Mendez-Huergo, S.P.; Mascanfroni, I.D.; Dergan-Dylon, S.;
Toscano, M.A.; Caramelo, J.J.; Garcia-Vallejo, ].J.; Ouyang, J.; et al. Glycosylation-dependent lectin-receptor
interactions preserve angiogenesis in anti-VEGF refractory tumors. Cell 2014, 156, 744-758. [CrossRef]
[PubMed]

Ito, K.; Scott, S.A.; Cutler, S.; Dong, L.-F.; Neuzil, J.; Blanchard, H.; Ralph, S.J. Thiodigalactoside inhibits
murine cancers by concurrently blocking effects of galectin-1 on immune dysregulation, angiogenesis and
protection against oxidative stress. Angiogenesis 2011, 14, 293-307. [CrossRef] [PubMed]

Krawczyk, C.; Penninger, ].M. Molecular motors involved in T cell receptor clusterings. J. Leuk. Biol. 2001,
69, 317-330.

Rubinstein, N.; Alvarez, M.; Zwirner, N.W.; Toscano, M. A ; llarregui, ].M.; Bravo, A.; Mordoh, J.; Fainboim, L.;
Podhajcer, O.L.; Rabinovich, G.A. Targeted inhibition of galectin-1 gene expression in tumor cells results in
heightened T cell-mediated rejection: A potential mechanism of tumor-immune privilege. Cancer Cell 2004,
5,241-251. [CrossRef]

Deniaud, D.; Julienne, K.; Gouin, S.G. Insights in the rational design of synthetic multivalent glycoconjugates
as lectin ligands. Org. Biomol. Chem. 2011, 9, 966-979. [CrossRef] [PubMed]

Hockl, P.E,; Wolosiuk, A.; Perez-Saez, ].M.; Bordoni, A.V.; Croci, D.O.; Toum-Terrones, Y.; Soler-Illia, G.J.A.A.;
Rabinovich, G.A. Glyco-nano-oncology: Novel therapeutic opportunities by combining small and sweet.
Pharmacol. Res. 2016, 109, 45-54. [CrossRef] [PubMed]

Rabinovich, G.A.; Cumashi, A.; Bianco, G.A.; Ciavardelli, D.; Iurisci, I.; D’Egidio, M.; Piccolo, E.; Tinari, N.;
Nifantiev, N.; Iacobelli, S. Synthetic lactulose amines: Novel class of anticancer agents that induce tumor-cell
apoptosis and inhibit galectin-mediated homotypic cell aggregation and endothelial cell morphogenesis.
Glycobiology 2006, 16, 210-220. [CrossRef] [PubMed]

Vrasidas, I.; Andre, S.; Valentini, P.; Bock, C.; Lensch, M.; Kaltner, H.; Liskamp, R M.].; Gabius, H.J.; Pieters, R.J.
Rigidified multivalent lactose molecules and their interactions with mammalian galectins; a route to selective
inhibitors. Org. Biomol. Chem. 2003, 1, 803-810. [CrossRef] [PubMed]

Reynolds, M.; Perez, S. Thermodynamics and chemical characterization of protein-carbohydrate interactions:
The multivalency issue. C. R. Chim. 2011, 14, 74-95. [CrossRef]

Mammen, M.; Shakhnovich, E.I.; Whitesides, G.M. Using a convenient, quantitative model for torsional
entropy to establish qualitative trends for molecular processes that restrict conformational freedom.
J. Org. Chem. 1998, 63, 3168-3175. [CrossRef]

Kiessling, L.L.; Young, T.; Gruber, T.D.; Mortell, KH. Multivalency in Protein—-Carbohydrate Recognition;
Springer-Verlag: Berlin, Germany; Heidelberg, Germany, 2008; Volume 12.

Ahmad, N.; Gabius, H.]J.; Sabesan, S.; Oscarson, S.; Brewer, C.F. Thermodynamic binding studies of bivalent
oligosaccharides to galectin-1, galectin-3, and the carbohydrate recognition domain of galectin-3. Glycobiology
2004, 14, 817-825. [CrossRef] [PubMed]

Andre, S.; Liu, B.C.; Gabius, H.J.; Roy, R. First demonstration of differential inhibition of lectin binding
by synthetic tri- and tetravalent glycoclusters from cross-coupling of rigidified 2-propynyl lactoside.
Org. Biomol. Chem. 2003, 1, 3909-3916. [CrossRef] [PubMed]

Tejler, J.; Tullberg, E.; Frejd, T.; Leffler, H.; Nilsson, U.J. Synthesis of multivalent lactose derivatives by
1,3-dipolar cycloadditions: Selective galectin-1 inhibition. Carbohydr. Res. 2006, 341, 1353-1362. [CrossRef]
[PubMed]

Cheng, C.; McGonigal, P.R; Stoddart, J.F.; Astumian, R.D. Design and synthesis of nonequilibrium systems.
ACS Nano 2015, 9, 8672-8688. [CrossRef] [PubMed]

Bissell, R.A.; Cordova, E.; Kaifer, A.E.; Stoddart, J.F. A chemically and electrochemically switchable molecular
shuttle. Nature 1994, 369, 133-137. [CrossRef]

Belitsky, ].M.; Nelson, A.; Hernandez, ].D.; Baum, L.G.; Stoddart, ].F. Multivalent interactions between lectins
and supramolecular complexes: Galectin-1 and self-assembled pseudopolyrotaxanes. Chem. Biol. 2007, 14,
1140-1151. [CrossRef] [PubMed]

Nelson, A.; Belitsky, ].M.; Vidal, S.; Joiner, C.S.; Baum, L.G.; Stoddart, ].F. A self-assembled multivalent
pseudopolyrotaxane for binding galectin-1. . Am. Chem. Soc. 2004, 126, 11914-11922. [CrossRef] [PubMed]


http://dx.doi.org/10.1016/j.cell.2014.01.043
http://www.ncbi.nlm.nih.gov/pubmed/24529377
http://dx.doi.org/10.1007/s10456-011-9213-5
http://www.ncbi.nlm.nih.gov/pubmed/21523436
http://dx.doi.org/10.1016/S1535-6108(04)00024-8
http://dx.doi.org/10.1039/C0OB00389A
http://www.ncbi.nlm.nih.gov/pubmed/21173976
http://dx.doi.org/10.1016/j.phrs.2016.02.005
http://www.ncbi.nlm.nih.gov/pubmed/26855319
http://dx.doi.org/10.1093/glycob/cwj056
http://www.ncbi.nlm.nih.gov/pubmed/16282605
http://dx.doi.org/10.1039/b210923a
http://www.ncbi.nlm.nih.gov/pubmed/12929363
http://dx.doi.org/10.1016/j.crci.2010.05.020
http://dx.doi.org/10.1021/jo970943n
http://dx.doi.org/10.1093/glycob/cwh095
http://www.ncbi.nlm.nih.gov/pubmed/15148296
http://dx.doi.org/10.1039/B307802G
http://www.ncbi.nlm.nih.gov/pubmed/14664382
http://dx.doi.org/10.1016/j.carres.2006.04.028
http://www.ncbi.nlm.nih.gov/pubmed/16697988
http://dx.doi.org/10.1021/acsnano.5b03809
http://www.ncbi.nlm.nih.gov/pubmed/26222543
http://dx.doi.org/10.1038/369133a0
http://dx.doi.org/10.1016/j.chembiol.2007.09.007
http://www.ncbi.nlm.nih.gov/pubmed/17961826
http://dx.doi.org/10.1021/ja0491073
http://www.ncbi.nlm.nih.gov/pubmed/15382926

Int. ]. Mol. Sci. 2016, 17, 1566 22 of 22

137.

138.

139.

140.

141.

142.
143.

144.

145.

146.

147.

148.

149.

150.

151.

152.

153.

Andre, S.; Sansone, F.; Kaltner, H.; Casnati, A.; Kopitz, J.; Gabius, H.].; Ungaro, R. Calix[n]arene-based
glycoclusters: Bioactivity of thiourea-linked galactose/lactose moieties as inhibitors of binding of
medically relevant lectins to a glycoprotein and cell-surface glycoconjugates and selectivity among human
adhesion/growth-regulatory galectins. ChemBioChem 2008, 9, 1649-1661. [PubMed]

Andre, S.; Kaltner, H.; Furuike, T.; Nishimura, S.I.; Gabius, H.J. Persubstituted cyclodextrin-based
glycoclusters as inhibitors of protein—carbohydrate recognition using purified plant and mammalian lectins
and wild-type and lectin-gene-transfected tumor cells as targets. Bioconj. Chem. 2004, 15, 87-98. [CrossRef]
[PubMed]

Esfand, R.; Tomalia, D.A. Poly(amidoamine) (PAMAM) dendrimers: From biomimicry to drug delivery and
biomedical applications. Drug Discov. Today 2001, 6, 427-436. [CrossRef]

Newkome, G.R.; Moorefield, C.N.; Vogtle, F. Dendrimers and Dendrons: Concepts, Synthesis, Applications;
Wiley-VCH Verlag GmbH: Weinheim, Germany, 2002.

Boas, U.; Heegaard, PM.H. Dendrimers in drug research. Chem. Soc. Rev. 2004, 33, 43-63. [CrossRef]
[PubMed]

Cloninger, M.]. Biological applications of dendrimers. Curr. Opin. Chem. Biol. 2002, 6, 742-748. [CrossRef]
Joshi, N.; Grinstaff, M. Applications of dendrimers in tissue engineering. Curr. Top. Med. Chem. 2008, 8,
1225-1236. [CrossRef] [PubMed]

Lee, C.C.; MacKay, J.A.; Frechet, ] M.].; Szoka, EC. Designing dendrimers for biological applications.
Nat. Biotechnol. 2005, 23, 1517-1526. [CrossRef] [PubMed]

Andre, S.; Pieters, R.J.; Vrasidas, I.; Kaltner, H.; Kuwabara, L.; Liu, ET.; Liskamp, RM.J.; Gabius, H.J.
Wedgelike glycodendrimers as inhibitors of binding of mammalian galectins to glycoproteins, lactose
maxiclusters, and cell surface glycoconjugates. ChemBioChem 2001, 2, 822-830. [CrossRef]

Brewer, C.F. Thermodynamic binding studies of galectin-1, -3 and -7. Glycoconj. ]. 2002, 19, 459-465.
[CrossRef] [PubMed]

Woller, E.K.; Walter, E.D.; Morgan, ].R; Singel, D.J.; Cloninger, M.]J. Altering the strength of lectin binding
interactions and controlling the amount of lectin clustering using mannose/hydroxyl-functionalized
dendrimers. J. Am. Chem. Soc. 2003, 125, 8820-8826. [CrossRef] [PubMed]

Wolfenden, M.L.; Cloninger, M.J]. Mannose/ glucose-functionalized dendrimers to investigate the predictable
tunability of multivalent interactions. J. Am. Chem. Soc. 2005, 127, 12168-12169. [CrossRef] [PubMed]
Wolfenden, M.L.; Cloninger, M.J. Carbohydrate-functionalized dendrimers to investigate the predictable
tunability of multivalent interactions. Bioconj. Chem. 2006, 17, 958-966. [CrossRef] [PubMed]

Goodman, C.K.; Wolfenden, M.L.; Nangia-Makker, P.; Michel, A.K.; Raz, A.; Cloninger, M.]. Multivalent
scaffolds induce galectin-3 aggregation into nanoparticles. Beilstein J. Org. Chem. 2014, 10, 1570-1577.
[CrossRef] [PubMed]

Dam, T.K.; Gabius, H.].; Andre, S.; Kaltner, H.; Lensch, M.; Brewer, C.F. Galectins bind to the multivalent
glycoprotein asialofetuin with enhanced affinities and a gradient of decreasing binding constants.
Biochemistry 2005, 44, 12564-12571. [CrossRef] [PubMed]

Wolfenden, M.; Cousin, J.; Nangia-Makker, P.; Raz, A.; Cloninger, M. Glycodendrimers and modified elisas:
Tools to elucidate multivalent interactions of galectins 1 and 3. Molecules 2015, 20, 7059-7096. [CrossRef]
[PubMed]

Joshi, M.D.; Ahmad, R.; Yin, L.; Raina, D.; Rajabi, H.; Bubley, G.; Kharbanda, S.; Kufe, D. MUC1 oncoprotein
is a druggable target in human prostate cancer cells. Mol. Cancer Ther. 2009, 8, 3056-3065. [CrossRef]
[PubMed]

@ © 2016 by the authors; licensee MDPI, Basel, Switzerland. This article is an open access
@ article distributed under the terms and conditions of the Creative Commons Attribution

(CC-BY) license (http:/ /creativecommons.org/licenses /by /4.0/).


http://www.ncbi.nlm.nih.gov/pubmed/18509838
http://dx.doi.org/10.1021/bc0340666
http://www.ncbi.nlm.nih.gov/pubmed/14733587
http://dx.doi.org/10.1016/S1359-6446(01)01757-3
http://dx.doi.org/10.1039/b309043b
http://www.ncbi.nlm.nih.gov/pubmed/14737508
http://dx.doi.org/10.1016/S1367-5931(02)00400-3
http://dx.doi.org/10.2174/156802608785849067
http://www.ncbi.nlm.nih.gov/pubmed/18855707
http://dx.doi.org/10.1038/nbt1171
http://www.ncbi.nlm.nih.gov/pubmed/16333296
http://dx.doi.org/10.1002/1439-7633(20011105)2:11&lt;822::AID-CBIC822&gt;3.0.CO;2-W
http://dx.doi.org/10.1023/B:GLYC.0000014075.62724.d0
http://www.ncbi.nlm.nih.gov/pubmed/14758069
http://dx.doi.org/10.1021/ja0352496
http://www.ncbi.nlm.nih.gov/pubmed/12862477
http://dx.doi.org/10.1021/ja053008n
http://www.ncbi.nlm.nih.gov/pubmed/16131163
http://dx.doi.org/10.1021/bc060107x
http://www.ncbi.nlm.nih.gov/pubmed/16848403
http://dx.doi.org/10.3762/bjoc.10.162
http://www.ncbi.nlm.nih.gov/pubmed/25161713
http://dx.doi.org/10.1021/bi051144z
http://www.ncbi.nlm.nih.gov/pubmed/16156668
http://dx.doi.org/10.3390/molecules20047059
http://www.ncbi.nlm.nih.gov/pubmed/25903363
http://dx.doi.org/10.1158/1535-7163.MCT-09-0646
http://www.ncbi.nlm.nih.gov/pubmed/19887552
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Structure of Galectin-1 
	The Galectin Family of Lectins 
	Galectin-1 
	Galectin-1 Synthesis and Secretion 

	Overview of Galectin-1 in Cancer 
	Intracellular Galectin-1 
	Extracellular Galectin-1 

	Multivalent Mechanisms of Action of Galectin-1 in Cancer 
	Homotypic Cellular Aggregation 
	Cellular Adhesion to the Extracellular Matrix (ECM) 
	Metastasis: Cancer Cell Migration and Invasion 
	Tumor-Induced Angiogenesis 
	Galectin-1-Induced T Cell Apoptosis 

	Synthetic Multivalent Systems for Binding of Galectin-1 
	Dimers and Small Clusters of Carbohydrates 
	Self-Assembled Pseudopolyrotaxanes 
	Carbohydrate-Functionalized Cyclodextrins and Calixarenes 
	Glycodendrimers 

	Conclusions 

