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Abstract 

AMD3100, also known as plerixafor, was originally developed as an anti-human immunodeficiency virus (HIV) drug, 
and later characterized as a C-X-C chemokine receptor type 4 (CXCR4) antagonist. Previous reviews have focused on 
the application of AMD3100 in the treatment of HIV, but a comprehensive evaluation of AMD3100 in the treatment 
of leukemia, solid tumor, and diagnosis is lacking. In this review, we broadly describe AMD3100, including the back-
ground, functional mechanism and clinical applications. Until the late 1990s, CXCR4 was known as a crucial factor 
for hematopoietic stem and progenitor cell (HSPC) retention in bone marrow. Subsequently, the action and synergy 
of plerixafor with Granulocyte-colony stimulating factor (G-CSF) led to the clinical approval of plerixafor as the first 
compound for mobilization of HSPCs. The amount of HSPC mobilization and the rapid kinetics promoted additional 
clinical uses. Recently, CXCR4/CXCL12 (C-X-C motif chemokine 12) axis was found to be involved in a variety of roles 
in tumors, including leukemic stem cell (LSC) homing and signaling transduction. Thus, CXCR4 targeting has been a 
treatment strategy against leukemia and solid tumors. Understanding this mechanism will help shed light on thera-
peutic potential for HIV infection, inflammatory diseases, stem-cell mobilization, leukemia, and solid tumors. Clarifying 
the CXCR4/CXCL12 axis and role of AMD3100 will help remove malignant cells from the bone marrow niche, render-
ing them more accessible to targeted therapeutic agents.
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Background
In 1981, the US Centers for Disease Control and Pre-
vention (CDC) published the first official report on the 
acquired immune deficiency syndrome (AIDS) epidemic. 
The identification of human immunodeficiency virus 
(HIV) as the causative agent for AIDS in 1985 spurred 
a massive search for inhibitors of the retrovirus. Rozen-
baum et  al. [1] reported in  vivo efficacy of a polyoxo-
metalate, HPA-23, that inhibited HIV levels in patients 
with AIDS. This evidence triggered a search for other 
analogues more effective in suppressing HIV levels. 

In 1990, De Clercq et  al. [2] (the pioneer of AMD3100, 
from Rega Institute of Leuven, Belgium), in collabora-
tion with investigators at Johnson Matthey, discovered 
bicyclam JM1657 (JM; Johnson Matthey) as an active 
anti-HIV agent. Attempts to re-synthesize JM1657 failed, 
but a new analogue of JM3100, later renamed AMD3100 
(AMD; AnorMED, spun off from Johnson Matthey) was 
successfully synthesized in 1994 [3]. They found AMD 
3100 inhibited HIV within a 1–10 nM range. The mecha-
nism of action was thought to be the inhibition of viral 
replication at the time.

Leading up to 1996, Donzella et  al. [4] and Schols 
et  al. [5] demonstrated that AMD3100 blocks HIV-1 
entry and membrane fusion via specific targeting of the 
C-X-C chemokine receptor type 4 (CXCR4) co-recep-
tor of the T-lymphotropic X4 strain (Fig.  1). It was not 
active against the M-macrophage tropic R5 strains, 
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which are a CCR5-using population. These in vivo stud-
ies highlighted the effectiveness of AMD3100 against X4 
HIV-1 infection. In 1996, Datema et al. [6] first demon-
strated AMD3100 efficacy in severe combined immu-
nodeficiency (SCID)-hu Thy/Liv mice infected with a 
clinical isolate of X4 HIV-1. Small animal in vivo results 
encouraged Phase I/II clinical studies. In 2000, Hendrix 
et  al. [7] first reported the pharmacokinetics and safety 
of AMD3100 in human volunteers. These clinical data 
clearly showed AMD3100 effective in suppressing X4 
HIV-1 levels in HIV-1-infected individuals.

During clinical trials, reduced X4 HIV-1 levels in 
HIV-infected volunteers were observed, as expected [8]. 
However, researchers noticed elevated white blood cell 
(WBC) counts. This unexpected observation was later 
translated in AMD3100 as an application to mobilize 
hematopoietic stem cells (HSCs). In 2006, Genzyme Cor-
poration completed its acquisition of AnorMED (Fig. 1). 
Phase I studies demonstrated that AMD3100 had mini-
mal side effects and effectively mobilized CD34+ HSC in 
both healthy volunteers and patients heavily pretreated 
with anti-tumor drugs. Phase II results built a compelling 
case of efficacy and safety. Two phase III, multicenter, 
double-blind, randomized, and placebo-controlled 
studies compared the safety and efficacy of AMD3100. 
Together, these trials provided sufficient evidence for 
the US Food and Drug Administration (FDA) approval 
of plerixafor (Mozobil, Genzyme Corp.; AMD3100) in 
2008 (Fig. 1). AMD3100 proved an extremely specific and 
effective CXCR4 antagonist. However, AMD3100 is not 
limited to mobilization of HSCs. It is also used for a vari-
ety of disorders that depend on the interplay of CXCR4 

with its agonist CXCL12 (also called: SDF-1) including 
leukemia and breast cancer.

Molecular pharmacology of AMD3100 in blocking 
CXCR4
AMD3100 is strongly basic at physiological PH due to 
four primary amines in each cyclam ring. X-ray data 
show the protonated cyclam ring has a tendency to form 
complexes with carboxylic acid groups via hydrogen 
bonds [9].

CXCR4 belongs to the largest family of proteins in the 
human genome, named seven transmembrane spanning 
receptors (7TM receptors) (Fig. 2a). Schwartz et al. [10] 
described activation of 7TM receptors in the Global Tog-
gle Switch Model (Fig.  3). The crystal structure of the 
inactive and active states of CXCR4 was vital information 
in understanding 7TM receptor activation. In 2008, Park 
and Scheerer et al. [11, 12] provided strong evidence to 
the switch theory by crystalizing rhodopsin, presumed 
to be an active state representation. This crystal struc-
ture demonstrated that compared to the inactive state, 
the cytoplasmic half of transmembrane domain VI (TM-
VI) is tilted outwardly away from the helical bundle by 
6–7 Å. In 2010, the first crystal structure of CXCR4 was 
described by Stevens and coworkers [13]. The authors 
described the distinct differences between the structure 
of CXCR4 and other published crystal structure of 7TM.

Crystal structure data proved to be powerful, but lim-
ited in that they are snapshots of the inactive or active 
states, not sufficient when describing the dynamic pro-
cess of activation. Therefore, functional receptor studies 
were needed. Several studies focused on the negatively 
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charged domains of AMD3100 facing the binding pocket 
of CXCR4. In 2011, Gerlach et  al. [14] performed a 
mutagenesis study of all aspartate residues facing the 
binding pocket of CXCR4. By testing all the mutants in 
competition binding, two aspartate residues were found 
in the extracellular ends of TM-IV (Asp171) and TM-VI 
(Asp262) associated with binding of AMD3100. These 
findings led to a proposal of the interaction model, in 
which AMD3100 spans the ligand-binding pocket and 
each cyclam ring binds to aspartate residues located at 
the extracellular ends of TM. Rosenkilde et al. [15] con-
ducted comprehensive mutational substitutions of 16 
residues located in TM-III, TM-IV, TM-VI, and TM-
VII of CXCR4. They found AMD3100 not only depends 
strongly on two aspartate residues, as previously men-
tioned (Asp171 and Asp262), but also a glutamate (Glu288) 
in TM-VII. The combination of three acidic residues is a 
unique structure to CXCR4, which explains AMD3100′s 
high selectivity [16]. Given that mutational analysis did 
not reveal which side chains, or surrounding amino acids 

in proximity with the aromatic linker, are involved in 
AMD3100-interactions, a binding model of AMD3100 
was suggested. The hypothesis suggests one cyclam ring 
interacts with the aspartate in TM-IV, while the other is 
located between the aspartate in TM-VI and the gluta-
mate in TM-VII. The linker then acts as a constraint, pre-
venting TM-VI from moving inward and into an active 
conformation.

Clinical applications
HIV entry inhibitor
To date, only two compounds have been approved by the 
FDA to modulate chemokines and their receptors. CCR5 
antagonist maraviroc (Celsentri) is an HIV entry inhibitor 
approved in 2007. CXCR4 antagonist AMD3100 (Mozo-
bil) was approved in 2008. Originally, AMD3100 was 
developed for treating HIV infections [17]. HIV enters 
the host cell through an interaction between envelope 
protein (gp120) and the host chemokine receptors, CCR5 
and/or CXCR4. HIV that use CCR5 receptors are known 
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Fig. 2 Chemical structure of AMD3100 and [64Cu]AMD3100

Fig. 3 Schematic drawing of the 7TM receptor activation mechanism as proposed by the Global Toggle Switch Model
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as R5-tropic viruses, those using CXCR4 receptors are 
known as R4-tropic viruses, and those using both recep-
tors are known as dual-tropic viruses. AMD3100 relies 
on the bicyclams to block the interaction between gp120 
and CXCR4 [6]. The original clinical studies evaluated the 
efficacy of AMD3100 as an anti-HIV treatment modality 
[7]. However, continuous daily dosing requirements were 
impractical. Moreover, side effects were found including 
cardiac arrhythmia in two patients. AMD3100 is not cur-
rently being pursued for the treatment of HIV infections 
given dosing difficulty, side effects and lack of effect [18].

Stem cell mobilization
Hematopoietic stem cell transplantation (HSCT) is 
increasingly used in the treatment of a variety of hema-
tological malignancies and nonmalignant diseases such 
as sickle cell disease, autoimmune disease, and bone mar-
row failure. Currently, the use of mobilized peripheral 
blood HSC has replaced collection from pelvic bone mar-
row due to several reasons. First, the collection of periph-
eral HSC is less invasive. Second, there is a higher yield 
of HSC and progenitor cells collected from mobilized 
peripheral blood compared with bone marrow harvests. 
Third, there is significantly less toxicity and incidence of 
serious complications after peripheral blood stem cell 
transplantation (PBSCT) compared with bone marrow 
transplantation [19].

The mobilization procedure in normal donors requires 
administration of granulocyte-colony-stimulating fac-
tor (G-CSF). However, it causes significant side effects 
including bone pain, headaches and splenic rupture [20]. 
More importantly, G-CSF does not mobilize adequate 
numbers to safely undergo transplantation in a propor-
tion of cases, particularly those with previous pretreat-
ment of chemotherapy. AMD3100 is the only CXCR4 
antagonist currently approved for HSC mobilization. 
Clinical data show less toxicity compared with HIV infec-
tions given the short time frame of administration of 
AMD3100 to initiate mobilization of hematopoietic stem 
and progenitors (HSPCs). Broxmeyer et  al. [21] con-
ducted the first proof-of principle studies on mobiliza-
tion of HSPC in mice with AMD3100. The results were 
successfully translated by Dr. Dale’s group into human 
volunteers [22]. Mobilization of HSC and HPC in mice 
and humans is much quicker with AMD3100 (in min-
utes to hours) compared with G-CSF (days). Moreover, 
AMD3100 enhances mobilization of HPC in mouse mod-
els of genetic disease associated with “poor” response to 
G-CSF-induced mobilization [23].

The mechanism of AMD3100-induced mobilization 
involves the CXCR4/CXCL12 axis. The well-charac-
terized mechanism of cell adhesion involves a CXCR4/
CXCL12 interaction. This pathway was first discovered in 

the 1990s with a description of the chemokine CXCL12, 
and further explored in the hematopoiesis system [24, 
25]. The CXCR4 is a G-protein-coupled receptor. After 
binding to its exclusive ligand CXCL12, CXCR4 activates 
several signaling cascades that trigger intracellular cal-
cium release and phosphorylation of ERK 1/2. Current 
evidence indicates adhesion or mobilization of HSPC is 
dependent on CXCL12 concentrations in the blood and 
the bone marrow that act via CXCR4 signaling [26]. In 
addition, CXCR4 is considered more of a signaling recep-
tor than an adhesion molecule. CXCL12 can be viewed as 
a chemokine directing cell movement. Dar et al. [26] also 
described CXCL12 homoeostasis in AMD3100-induced 
mobilization, showing AMD3100 administration reduced 
levels of CXCL12 signaling and the retention signals 
within the BM, also leading to an increased CXCL12-con-
centration in the peripheral blood. AMD3100 induced 
CXCL12 release is supported by in vitro results showing 
release of CXCL12 from osteoblasts and endothelial cells 
after incubation with AMD3100.

Application of AMD3100 in leukemia
Hematopoietic cancer stem cells express the CXCR4 
receptor. In conjunction with its CXCL12 ligand, CXCR4 
mediates leukemia cell trafficking and homing to the 
bone marrow microenvironment in close proximity to 
marrow stromal cells. This provides a niche for leukemic 
cell growth and contributes to drug resistance. The use 
of CXCR4 antagonists may provide a novel therapeutic 
approach to interrupt these protective interactions and 
sensitize leukemia cells to chemotherapy in vivo.

Treatment of acute lymphoblastic leukemia
Acute lymphoblastic leukemia (ALL) is characterized by 
monoclonal and/or oligoclonal proliferation of hemat-
opoietic lymphoid precursor cells within bone marrow 
[27, 28]. Advances in childhood treatment have been 
achieved with over 80  % of individuals cured. However, 
a poor prognosis is expected for patients with different 
risk factors, such as relapses and central nervous system 
side effects [29]. Shen et  al. [30] and Spiegel et  al. [31] 
demonstrated down regulation of CXCR4 results in sig-
nificant inhibition of ALL cell homing to the bone mar-
row (Fig.  4). CXCR4/CXCL12 axis plays an important 
role in the infiltration of extramedullary sites, which 
commonly express high levels of CXCL12, supported 
by the evidence of high expression of CXCR4 in all cells 
and extramedullary organ invasiveness [32]. In addi-
tion to the crucial role in migration, studies indicate that 
CXCL12 is involved in the pathogenesis of ALL, includ-
ing facilitating metastasis, mobilizing tumor cells, and 
attracting of cancer stem cells within the tumor microen-
vironment [33, 34]. Moreover, CXCR4/CXCL12 signaling 
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has been investigated extensively in activating multiple 
molecules, including PI3  K-Akt, MAPK and JAK-STAT 
signaling pathways [35]. Thus, it is reasonable that ALL 
subsets would benefit from the therapeutic strategy of 
CXCR4/CXCL12 axis. Indeed, Hatse et  al. [16] showed 
that AMD3100 inhibited CXCR4 internalization and 
chemotaxis of ALL cells. Kato et  al. [36] developed a 
therapeutic model where AMD3100 prevented relapse 
of extramedullary ALL cells after chemotherapy. These 
studies indicate that AMD3100 perturbs the mainte-
nance of leukemic cells and/or leukemic stem cells in the 
bone marrow, prolonging exposure of chemotherapeutic 
agents in the peripheral blood. In addition, AMD3100 
increases the proportion of leukemic cells in the circula-
tion that are actively cycling [37].

Treatment of chronic lymphocytic leukemia
CXCR4 is expressed at high levels on the surface of 
peripheral blood chronic lymphocytic leukemia (CLL) 
cells [38]. Functionally, CXCR4 mediates CLL cell chemo-
taxis, migration across vascular endothelium, and migra-
tion beneath and underneath bone marrow stromal cells 
(BMSCs) that secrete CXCL12, termed “pseudoemperi-
polesis” [39, 40]. In addition, CXCR4 is involved in CLL 
cell migration and homing to tissue niches. Clinically, this 
function may be involved in drug-resistance and minimal 
residual disease (MRD), evidenced by the fact that CLL 
cells become highly resistant to conventional cytotoxic 

drugs when cultured in the presence of BMSC [41, 42]. 
Stromal cell niches in the bone marrow may provide pro-
tection where CLL cells are immune from chemother-
apy, accounting for MRD and relapses after current CLL 
therapies [43]. Burger et  al. [41] reported that CXCR4 
antagonists inhibited CLL cell activation by CXCL12, 
and prohibited BMSC-mediated drug resistance. There-
fore, the phase I trial of AMD3100 in combination with 
rituximab in CLL volunteers was initiated to determine 
the maximum tolerated dose (MTD) and the principal 
toxicities. Similar to AML, CML, and CLL, blockage of 
the CXCR4/CXCL12 pathway by AMD3100 is also being 
investigated in multiple myeloma and other hematopoi-
etic cancers.

Treatment of acute myelogenous leukemia
The association of acute myelogenous leukemia (AML) 
cells with the bone marrow microenvironment may be 
mediated by CXCR4, which is invariably expressed on 
AML blasts [24]. Tavor et al. [44] found that pretreating 
human AML cells with neutralizing CXCR4 antibodies 
inhibited their homing and retention in the bone mar-
row of transplanted NOD/SCID/β2m mice. This sug-
gests the CXCR4/CXCL12 axis is a target for anti-AML 
therapies. In a 122 AML patient chemotherapy study, 
Konoplev et al. [45] found high CXCR4 expression corre-
lated with shorter overall survival and shorter event-free 
survival. Prompted by these observations, Uy et  al. [46] 

Fig. 4 CXCR4/CXCL12 signaling in homing of hematopoietic stem cell (HSCs), CML leukemic stem cell (LSCs), and malignant B cells (i.e., CLL cells) 
to the bone marrow microenvironment. The perivascular niche is composed of a network of sinusoids (red) and adjacent reticular stromal cells 
niche (green) that constitutively secrete CXCL12. a In CML, LSCs (red cells) may exploit the same mechanism as HSCs (brown cells) to access niche. 
CXCR4/CXCL12-mediated interactions sheltered LSCs from the cytotoxic effects of TKIs. Interruption of CXCR4/CXCL12 interaction by AMD3100 may 
promote expulsion of quiescent LSCs from their niche and render them more accessible to targeted therapeutic agents. b In CLL, both HSCs and 
CLL cells express CXCL4, which directs chemotaxis of hematopoietic progenitor cells (HPC) and CLL from the circulation to the bone marrow. Malig-
nant B cells (blue cells) utilize the CXCR4/CXCL12 axis to access niche that normally are restricted to HSC. This niche microenvironment will create 
favorable condition for their survival (such as fibronectin and hyaluronan) and provide survival, drug resistance signals to the CLL cells. Interruption 
of CXCR4/CXCL12 interaction by AMD3100 may promote expulsion of malignant B cells from bone marrow niche and render them more accessible 
to targeted therapeutic agents
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conducted a phase I/II study of 52 patients with relapsed 
or refractory AML and determined the extent to which 
AMD3100 mobilized leukemic cells. These encourag-
ing data promoted randomized phase III clinical trials 
in patients with relapsed AML to determine the role of 
CXCR4 blocking in improving complete remission rates 
in these high-risk patients.

The approach of combinational use of AMD3100 with MER 
kinase inhibitor to improve anti‑tumor drug efficacy in the 
context of acute myelogenous leukemia
MERTK (TAM) family of receptor tyrosine kinases 
(RTKs) are aberrantly expressed in multiple haemato-
logical and epithelial malignancies. Targeting MERTK 
is a promising strategy in the treatment of AML. For 
example, the small molecule UNC2025, discovered by 
Dr. Graham, specifically targets MERTK and FMS-like 
tyrosine kinase 3 (FLT3) and was developed in preclini-
cal phase for the treatment of ALL and AML [47]. How-
ever, chronic and sustained inhibition of TAM family 
RTKs have deleterious side effects, such as autoimmun-
ity and retinitis. Relapse and drug resistance are the main 
obstacles for UNC2025. In order to reduce AML relapse, 
we expect AMD3100 to be combined with UNC2025 to 
optimize the drug efficacy. The following procedure has 
potential: couple UNC2025 with CXCR4-targeted lipid-
coated ploy (lactic-co-glycolic acid (PLGA) nanoparticles 
(NPs) modified with a CXCR4 antagonist; AMD3100 
will systemically deliver UNC2025 into bone marrow 

LSC and sensitize LSC to UNC2025 treatment (Fig.  5). 
AMD3100 attached to the NPs will also block CXCR4/
CXCL12, reducing infiltration of tumor-associated mac-
rophages, enhancing the anti-angiogenic effect.

Treatment of chronic myeloid leukemia
Tyrosine kinase inhibitor (TKI) based therapy has 
improved clinical outcomes in chronic myeloid leukemia 
(CML). Imatinib (Gleevec), an ABL TKI, is highly effec-
tive in newly diagnosed CML patients, with complete 
cytogenetic responses in more than 80  % of cases [48]. 
Although the targeted therapy elicits durable remissions 
it does not eradicate leukemic stem cells (LSCs), the res-
ervoir of CML. In 2006, Krause et al. [49] demonstrated 
homing and engraftment of CML LSCs is characterized 
by dependence on the CD44 receptor and reduced reli-
ance on CXCR4 and its ligand, CXCL12 (Fig. 4).

Given the reduced importance of CXCR4/CXCL12 in 
CML compared with normal HSCs, and CXCR4 antag-
onists are potential therapeutics for treatment of CML, 
the particular application that captures our attention is 
the recurrence of active leukemia. TKI-based therapy 
restores CXCR4/CXCL12 dependent trafficking and 
homing of CML LSCs to bone marrow [50]. Perturbation 
of the CXCR4/CXCL12 interaction with AMD3100 pro-
motes egress of CML LSCs and progenitor cells from the 
bone marrow niche, potentially increasing their suscep-
tibility to targeted strategies currently being evaluated in 
clinical trials.

Fig. 5 AMD3100 systemically deliver UNC2025 into bone marrow LSC and sensitize LSC to UNC2025 treatment
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Treatment of other type of leukemia
KMT2A gene, also known as mixed lineage leukemia 
(MLL) gene, encodes a lysine (K) specific histone meth-
yltransferase 2A [51]. This enzyme contributes to the 
S-phase DNA damage checkpoint [52]. Rearrangements 
of the MLL gene were found in 5.2 % of all the AML cases 
and in 22  % of all cases [53]. Patients with MLL rear-
rangements have poor prognosis and shorter overall sur-
vival rates [54]. However, the mechanism leading to its 
rearrangement is still unclear. Given that half of patients 
recur with a short latency to relapse suggests that chem-
otherapy-resistant leukemia stem cells survive and reca-
pitulate leukemia. The use of AMD3100 led to markedly 
enhanced efficacy with lestaurtinib [55]. Therefore, the 
bone marrow microenvironment is a mediator of chemo-
therapy resistance in MLL and targeting leukemia stem 
cell-niche cell interactions with AMD3100 would benefit 
the high-risk subtype of pediatric ALL.

Collectively, CXCR4 antagonists offer a new tool to 
mobilize leukemia cells from their protective bone mar-
row niche. AMD3100 is being explored in proof-of-
principle studies in leukemia patients where leukemia 
cell mobilization can be assessed. Given the expression 
of functional CXCR4 receptors by a variety of other 
hematopoietic cancers and solid tumors, broader use of 
AMD3100 is the long-term goal.

Application of AMD3100 in solid tumors
Breast cancer is the most commonly diagnosed malig-
nancy in women worldwide [56]. Development of meta-
static breast cancer is responsible for the majority of 
cancer-related deaths. Muller et  al. [57] demonstrated 
that CXCR4 is expressed in human breast cancer cells 
and metastatic lesions. This evidence first identified a key 
function of CXCR4/CXCL12 in metastatic breast can-
cer. Many organs such as bone, lung, and liver express 
high levels of CXCL12, and are commonly affected by 
metastatic breast cancer. Kang et al. [58] injected human 
breast cancer cells in mice and found they preferentially 
formed bone metastases.

The CXCR4 signaling pathway facilitates breast can-
cer cell survival, proliferation, chemotaxis, invasion and 
adhesion. CXCL12 binding to CXCR4 stimulates the 
phosphatidylinositol-3-kinase pathway that subsequently 
activates the Akt pathway, facilitating growth factor-
mediated cell survival and apoptosis suppression [59]. 
Akt also affects CXCR4 during proliferation of cells and 
migration toward chemotactic cytokine CXCL12 [60, 61]. 
In addition, mitogen-activated protein kinase pathway 
(MAP kinase pathway) is another signaling pathway regu-
lated by CXCR4 that promotes proliferation and survival 
of cancer cells [62]. Moreover, CXCR4 in breast cancer 
activates Janus kinase/signal transducer and activator of 

transcription (JAK/STAT) pathway [63], src family [64], 
and angiogenesis [65]. Together, these pathways facilitate 
migration, invasion and metastasis.

These results are promising for developing a role for 
CXCR4 blockade in the treatment of breast cancer. A 
phase I/II study of AMD3100 in patients with breast can-
cer indicated preliminary signs of efficacy [66]. The use of 
AMD3100 in the treatment of bone metastases could be 
exploited in patients for targeted treatment with CXCR4 
blockade. However, concern was raised regarding side 
effect on the normal hematopoietic balance in the bone 
marrow [67].

Studies also show that CXCL12 promotes pancreatic 
β-cell survival via activation of Akt [68]. These findings 
suggest AMD3100 agonists may prove beneficial for 
treatment of diabetes and lung cancer.

Use of [64Cu]AMD3100 in molecular imaging of CXCR4 
expressed tumors
CXCR4 is overexpressed in 23 different cancers [69]. 
Jacobson et  al. [70] first showed the radiochemical syn-
thesis and evaluation of [64Cu]AMD3100 as a possible 
PET imaging agent (Fig.  2b). They verified that [64Cu]
AMD3100 was as potent AMD3100 as a CXCR4 inhibi-
tor. Recently, [(67)Ga]-AMD3100 [71] and [(99m)Tc]
O2-AMD3100 [72] were also developed as tracers for 
CXCR4 receptor imaging. However, the success of [64Cu]
AMD3100-based imaging agents requires detailed char-
acterization of the changes of CXCR4 and CXCL12 
expression profiles in tumors, metastases, and normal 
tissue distributions.

Conclusion
The development of bicyclam AMD3100 follows a mean-
dering pathway, starting from a serendipitous discovery 
of an impurity in a commercial cyclam preparation to 
its original development as an HIV entry inhibitor, and 
finally leading to an FDA approved product, AMD3100, 
in the application of stem cell mobilization. Potential 
clinical applications of AMD3100 are currently being 
evaluated in several trials with great promise. The advan-
tages of AMD3100 over other CXCR4 antagonists are 
listed in Table 1.

The success of AMD3100 follows the typical pathway 
of drug discovery process that involves identification of 
target, screening process, lead development, and then 
preclinical trials. The following steps are essential to ful-
fill the final approval of AMD3100. First, an illustration 
of a detailed molecular pharmacology of AMD3100 in 
blocking CXCR4 is needed. Second, an understanding 
of the role of CXCR4/CXCL12 axis interaction in the 
HSC’s homing and engraftment is demonstrated. Thus, 
AMD3100 provided a novel strategy to enhance donor 
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cell engraftment and recovery following transplanta-
tion. Third, understand how the CXCR4/CXCL12 axis 
is involved in tumor functions, such as how LSC homing 
and signaling transduction helped translate findings into 
additional clinical uses in leukemia and solid tumors.

AMD3100 has demonstrated clinical efficacy in the 
context of mobilization of HSCs and HPCs, and triggered 
other clinical uses with great promise. One critical rea-
son is that AMD3100 is not species specific, thus stud-
ies of AMD3100 in mouse, canine, monkey, and cell lines 
have translated into human clinical studies quickly. How-
ever, researchers need to consider that circadian rhythms 
influence circulating levels of HSCs and HPSs [73]. It is 
critical to control the timing of AMD3100 administration 
in the context of therapeutic use. In addition, side effects 
after long-term administration add potential problems. 
Shorter-term usage and lower dose would be fundamen-
tal keys to the success in clinical use.

Abbreviations
AIDS: acquired immune deficiency syndrome; AML: acute myelogenous 
leukemia; BMSC: bone marrow stromal cell; CDC: Centers for Disease Control 
and Prevention; CLL: chronic lymphocytic leukemia; CML: chronic myeloid 
leukemia; CXCR4: C-X-C chemokine receptor type 4; FDA: Food and Drug 
Administration; G-CSF: granulocyte-colony-stimulating factor; HIV: human 
immunodeficiency virus; HPC: hematopoietic progenitor cell; HSC: hemat-
opoietic stem cell; HSCT: hematopoietic stem cell transplantation; JAK: Janus 
kinase; LSC: leukemic stem cell; MRD: minimal residual disease; MTD: maxi-
mum tolerated dose; PBSCT: peripheral blood stem cell transplantation; SCID: 
severe combined immunodeficiency; STAT: signal transducer and activator of 
transcription; TKI: tyrosine kinase inhibitor.

Authors’ contributions
LD designed the conception; TL, XL, and LD wrote the paper, SY, GC, and SSB 
revised it critically for important intellectual content. All authors read and 
approved the final manuscript.

Author details
1 Division of Hematology/Oncology, Department of Pediatrics, Aflac Cancer 
and Blood Disorders Center, Emory University School of Medicine, 1760 Hay-
good Drive NE, HSRB E363, Atlanta, GA 30322, USA. 2 Department of Oncol-
ogy, The Affiliated Jiangyin Hospital of Southeast University Medical College, 
Wuxi 214400, Jiangsu, People’s Republic of China. 3 Tianjin Key Laboratory 
of Molecular Design and Drug Discovery, Tianjin Institute of Pharmaceuti-
cal Research, Tianjin 300193, China. 4 Department of Neurosurgery, Winship 
Cancer Institute, Emory University, Atlanta, GA 30322, USA. 5 School of Public 
Health, Division of Health Systems, Management, and Policy, The University 
of Memphis, Memphis, TN 38152, USA. 

Acknowledgements
We acknowledge the dedicated editing and comments from Dr. Austin Cape 
at ASJ Editors. We thank the support in figure generation from Fan Liu at 
Merck Serono Co., Ltd and design from Mu Ma at Focus Design Interiors, Inc.

Competing interests
The authors declare that they have no competing interests.

Funding
This work was supported in part by grants from the National Natural Science 
Foundation of China (NNS81201808, NNS81502544) and General Financial 
Grant (No. 2016M591397) from China Postdoctoral Science foundation.

Ethical approval and consent to participate
As this is a review article, this study was exempt from institutional review 
board.

Received: 25 May 2016   Accepted: 8 July 2016

References
 1. Rozenbaum W, et al. Antimoniotungstate (HPA 23) treatment of three 

patients with AIDS and one with prodrome. Lancet. 1985;1:450–1.
 2. De Clercq E. The discovery of antiviral agents: ten different compounds, 

ten different stories. Med Res Rev. 2008;28:929–53. doi:10.1002/
med.20128.

 3. De Clercq E. Antiviral drug discovery: ten more compounds, and ten 
more stories (part B). Med Res Rev. 2009;29:571–610. doi:10.1002/
med.20149.

 4. Donzella GA, et al. AMD3100, a small molecule inhibitor of HIV-1 entry via 
the CXCR4 co-receptor. Nat Med. 1998;4:72–7.

 5. Schols D, et al. Inhibition of T-tropic HIV strains by selective antagoniza-
tion of the chemokine receptor CXCR4. J Exp Med. 1997;186:1383–8.

 6. Datema R, et al. Antiviral efficacy in vivo of the anti-human immunode-
ficiency virus bicyclam SDZ SID 791 (JM 3100), an inhibitor of infectious 
cell entry. Antimicrob Agents Chemother. 1996;40:750–4.

 7. Hendrix CW, et al. Pharmacokinetics and safety of AMD-3100, a novel 
antagonist of the CXCR-4 chemokine receptor, in human volunteers. 
Antimicrob Agents Chemother. 2000;44:1667–73.

 8. Fransen S, et al. Suppression of dualtropic human immunodeficiency 
virus type 1 by the CXCR4 antagonist AMD3100 is associated with effi-
ciency of CXCR4 use and baseline virus composition. Antimicrob Agents 
Chemother. 2008;52:2608–15. doi:10.1128/AAC.01226-07.

 9. Adam KR, et al. On the nature of the host-guest interaction between 
cyclam and 4-tert-butylbenzoic acid—a system pre-assembled for metal 
complex formation. J Chem Soc Chem Commun. 1994. doi:10.1039/
C39940001539.

 10. Schwartz TW, Frimurer TM, Holst B, Rosenkilde MM, Elling CE. Molecular 
mechanism of 7TM receptor activation—a global toggle switch model. 
Annu Rev Pharmacol Toxicol. 2006;46:481–519. doi:10.1146/annurev.
pharmtox.46.120604.141218.

 11. Scheerer P, et al. Crystal structure of opsin in its G-protein-interacting 
conformation. Nature. 2008;455:497–502. doi:10.1038/nature07330.

 12. Park JH, Scheerer P, Hofmann KP, Choe HW, Ernst OP. Crystal structure of 
the ligand-free G-protein-coupled receptor opsin. Nature. 2008;454:183–
7. doi:10.1038/nature07063.

 13. Wu B, et al. Structures of the CXCR4 chemokine GPCR with small-
molecule and cyclic peptide antagonists. Science. 2010;330:1066–71. 
doi:10.1126/science.1194396.

 14. Gerlach LO, Skerlj RT, Bridger GJ, Schwartz TW. Molecular interactions 
of cyclam and bicyclam non-peptide antagonists with the CXCR4 
chemokine receptor. J Biol Chem. 2001;276:14153–60. doi:10.1074/jbc.
M010429200.

 15. Rosenkilde MM, et al. Molecular mechanism of AMD3100 antagonism in 
the CXCR4 receptor: transfer of binding site to the CXCR3 receptor. J Biol 
Chem. 2004;279:3033–41. doi:10.1074/jbc.M309546200.

 16. Hatse S, Princen K, Bridger G, De Clercq E, Schols D. Chemokine recep-
tor inhibition by AMD3100 is strictly confined to CXCR4. FEBS Lett. 
2002;527:255–62.

 17. De Clercq E. The bicyclam AMD3100 story. Nat Rev Drug Discov. 
2003;2:581–7. doi:10.1038/nrd1134.

 18. De Clercq E. AMD3100/CXCR4 inhibitor. Front Immunol. 2015;6:276. 
doi:10.3389/fimmu.2015.00276.

 19. Schmitz N, et al. Transplantation of mobilized peripheral blood cells to 
HLA-identical siblings with standard-risk leukemia. Blood. 2002;100:761–
7. doi:10.1182/blood-2001-12-0304.

 20. Anderlini P. Effects and safety of granulocyte colony-stimulating factor 
in healthy volunteers. Curr Opin Hematol. 2009;16:35–40. doi:10.1097/
MOH.0b013e328319913c.

http://dx.doi.org/10.1002/med.20128
http://dx.doi.org/10.1002/med.20128
http://dx.doi.org/10.1002/med.20149
http://dx.doi.org/10.1002/med.20149
http://dx.doi.org/10.1128/AAC.01226-07
http://dx.doi.org/10.1039/C39940001539
http://dx.doi.org/10.1039/C39940001539
http://dx.doi.org/10.1146/annurev.pharmtox.46.120604.141218
http://dx.doi.org/10.1146/annurev.pharmtox.46.120604.141218
http://dx.doi.org/10.1038/nature07330
http://dx.doi.org/10.1038/nature07063
http://dx.doi.org/10.1126/science.1194396
http://dx.doi.org/10.1074/jbc.M010429200
http://dx.doi.org/10.1074/jbc.M010429200
http://dx.doi.org/10.1074/jbc.M309546200
http://dx.doi.org/10.1038/nrd1134
http://dx.doi.org/10.3389/fimmu.2015.00276
http://dx.doi.org/10.1182/blood-2001-12-0304
http://dx.doi.org/10.1097/MOH.0b013e328319913c
http://dx.doi.org/10.1097/MOH.0b013e328319913c


Page 10 of 11Liu et al. Exp Hematol Oncol  (2016) 5:19 

 21. Liles WC, et al. Mobilization of hematopoietic progenitor cells in healthy 
volunteers by AMD3100, a CXCR4 antagonist. Blood. 2003;102:2728–30. 
doi:10.1182/blood-2003-02-0663.

 22. Liles WC, et al. Augmented mobilization and collection of CD34+ 
hematopoietic cells from normal human volunteers stimulated with 
granulocyte-colony-stimulating factor by single-dose administra-
tion of AMD3100, a CXCR4 antagonist. Transfusion. 2005;45:295–300. 
doi:10.1111/j.1537-2995.2005.04222.x.

 23. Broxmeyer HE, et al. Rapid mobilization of murine and human hemat-
opoietic stem and progenitor cells with AMD3100, a CXCR4 antagonist. J 
Exp Med. 2005;201:1307–18. doi:10.1084/jem.20041385.

 24. Peled A, et al. Dependence of human stem cell engraftment and repopu-
lation of NOD/SCID mice on CXCR4. Science. 1999;283:845–8.

 25. Wright DE, Bowman EP, Wagers AJ, Butcher EC, Weissman IL. Hemat-
opoietic stem cells are uniquely selective in their migratory response to 
chemokines. J Exp Med. 2002;195:1145–54.

 26. Dar A, et al. Rapid mobilization of hematopoietic progenitors by 
AMD3100 and catecholamines is mediated by CXCR4-dependent SDF-1 
release from bone marrow stromal cells. Leukemia. 2011;25:1286–96. 
doi:10.1038/leu.2011.62.

 27. Pui CH, Relling MV, Downing JR. Acute lymphoblastic leukemia. N Engl J 
Med. 2004;350:1535–48. doi:10.1056/NEJMra023001.

 28. Chen G, et al. Synergistic antitumor activity of oridonin and arsenic 
trioxide on hepatocellular carcinoma cells. Int J Oncol. 2012;40:139–47. 
doi:10.3892/ijo.2011.1210.

 29. Pui CH, et al. Treatment outcomes in black and white children with 
cancer: results from the SEER database and St Jude Children’s Research 
Hospital, 1992 through 2007. J Clin Oncol. 2012;30:2005–12. doi:10.1200/
JCO.2011.40.8617.

 30. Shen W, Bendall LJ, Gottlieb DJ, Bradstock KF. The chemokine receptor 
CXCR4 enhances integrin-mediated in vitro adhesion and facilitates 
engraftment of leukemic precursor-B cells in the bone marrow. Exp 
Hematol. 2001;29:1439–47.

 31. Spiegel A, et al. Unique SDF-1-induced activation of human precursor-B 
ALL cells as a result of altered CXCR4 expression and signaling. Blood. 
2004;103:2900–7. doi:10.1182/blood-2003-06-1891.

 32. Crazzolara R, et al. High expression of the chemokine receptor CXCR4 
predicts extramedullary organ infiltration in childhood acute lympho-
blastic leukaemia. Br J Haematol. 2001;115:545–53.

 33. Nishii K, et al. Survival of human leukaemic B-cell precursors is supported 
by stromal cells and cytokines: association with the expression of bcl-2 
protein. Br J Haematol. 1999;105:701–10.

 34. de Oliveira Cavassin GG, et al. Molecular investigation of the stromal 
cell-derived factor-1 chemokine in lymphoid leukemia and lymphoma 
patients from Brazil. Blood Cells Mol Dis. 2004;33:90–3. doi:10.1016/j.
bcmd.2004.04.008.

 35. de Lourdes Perim A, Amarante MK, Guembarovski RL, de Oliveira CE, 
Watanabe MA. CXCL12/CXCR4 axis in the pathogenesis of acute lympho-
blastic leukemia (ALL): a possible therapeutic target. Cell Mol Life Sci. 
2015;72:1715–23. doi:10.1007/s00018-014-1830-x.

 36. Kato I, et al. Identification of hepatic niche harboring human acute 
lymphoblastic leukemic cells via the SDF-1/CXCR4 axis. PLoS One. 
2011;6:e27042. doi:10.1371/journal.pone.0027042.

 37. Welschinger R, et al. Plerixafor (AMD3100) induces prolonged mobiliza-
tion of acute lymphoblastic leukemia cells and increases the proportion 
of cycling cells in the blood in mice. Exp Hematol. 2013;41:293–302. 
doi:10.1016/j.exphem.2012.11.004.

 38. Burger JA, Burger M, Kipps TJ. Chronic lymphocytic leukemia B 
cells express functional CXCR4 chemokine receptors that mediate 
spontaneous migration beneath bone marrow stromal cells. Blood. 
1999;94:3658–67.

 39. Till KJ, Lin K, Zuzel M, Cawley JC. The chemokine receptor CCR7 and 
alpha4 integrin are important for migration of chronic lymphocytic 
leukemia cells into lymph nodes. Blood. 2002;99:2977–84.

 40. Trentin L, et al. Homeostatic chemokines drive migration of malignant B 
cells in patients with non-Hodgkin lymphomas. Blood. 2004;104:502–8. 
doi:10.1182/blood-2003-09-3103.

 41. Burger M, et al. Small peptide inhibitors of the CXCR4 chemokine recep-
tor (CD184) antagonize the activation, migration, and antiapoptotic 
responses of CXCL12 in chronic lymphocytic leukemia B cells. Blood. 
2005;106:1824–30. doi:10.1182/blood-2004-12-4918.

 42. Niedermeier M, et al. Isoform-selective phosphoinositide 3′-kinase 
inhibitors inhibit CXCR4 signaling and overcome stromal cell-mediated 
drug resistance in chronic lymphocytic leukemia: a novel therapeutic 
approach. Blood. 2009;113:5549–57. doi:10.1182/blood-2008-06-165068.

 43. Rawstron AC, et al. Quantitation of minimal disease levels in chronic 
lymphocytic leukemia using a sensitive flow cytometric assay improves 
the prediction of outcome and can be used to optimize therapy. Blood. 
2001;98:29–35.

 44. Tavor S, et al. CXCR4 regulates migration and development of human 
acute myelogenous leukemia stem cells in transplanted NOD/SCID mice. 
Cancer Res. 2004;64:2817–24.

 45. Konoplev S, et al. Overexpression of CXCR4 predicts adverse overall 
and event-free survival in patients with unmutated FLT3 acute myeloid 
leukemia with normal karyotype. Cancer. 2007;109:1152–6. doi:10.1002/
cncr.22510.

 46. Uy GL, et al. A phase 1/2 study of chemosensitization with the CXCR4 
antagonist plerixafor in relapsed or refractory acute myeloid leukemia. 
Blood. 2012;119:3917–24. doi:10.1182/blood-2011-10-383406.

 47. Graham DK, DeRyckere D, Davies KD, Earp HS. The TAM family: phosphati-
dylserine sensing receptor tyrosine kinases gone awry in cancer. Nat Rev 
Cancer. 2014;14:769–85. doi:10.1038/nrc3847.

 48. Druker BJ, et al. Five-year follow-up of patients receiving imatinib for 
chronic myeloid leukemia. N Engl J Med. 2006;355:2408–17. doi:10.1056/
NEJMoa062867.

 49. Krause DS, Lazarides K, von Andrian UH, Van Etten RA. Requirement for 
CD44 in homing and engraftment of BCR-ABL-expressing leukemic stem 
cells. Nat Med. 2006;12:1175–80. doi:10.1038/nm1489.

 50. Mahon FX, et al. Discontinuation of imatinib in patients with chronic 
myeloid leukaemia who have maintained complete molecular remission 
for at least 2 years: the prospective, multicentre Stop Imatinib (STIM) trial. 
Lancet Oncol. 2010;11:1029–35. doi:10.1016/S1470-2045(10)70233-3.

 51. Takeda S, et al. HGF-MET signals via the MLL-ETS2 complex in hepatocel-
lular carcinoma. J Clin Invest. 2013;123:3154–65. doi:10.1172/JCI65566.

 52. Liu H, et al. Phosphorylation of MLL by ATR is required for execution of 
mammalian S-phase checkpoint. Nature. 2010;467:343–6. doi:10.1038/
nature09350.

 53. De Braekeleer M, Morel F, Le Bris MJ, Herry A, Douet-Guilbert N. The MLL 
gene and translocations involving chromosomal band 11q23 in acute 
leukemia. Anticancer Res. 2005;25:1931–44.

 54. Chen Y, et al. Prognostic significance of 11q23 aberrations in adult acute 
myeloid leukemia and the role of allogeneic stem cell transplantation. 
Leukemia. 2013;27:836–42. doi:10.1038/leu.2012.319.

 55. Sison EA, et al. MLL-rearranged acute lymphoblastic leukaemia stem cell 
interactions with bone marrow stroma promote survival and therapeutic 
resistance that can be overcome with CXCR4 antagonism. Br J Haematol. 
2013;160:785–97. doi:10.1111/bjh.12205.

 56. McCart Reed AE, Kutasovic JR, Lakhani SR, Simpson PT. Invasive lobular 
carcinoma of the breast: morphology, biomarkers and ‘omics. Breast 
Cancer Res. 2015;17:12. doi:10.1186/s13058-015-0519-x.

 57. Muller A, et al. Involvement of chemokine receptors in breast cancer 
metastasis. Nature. 2001;410:50–6. doi:10.1038/35065016.

 58. Kang Y, et al. A multigenic program mediating breast cancer metastasis 
to bone. Cancer Cell. 2003;3:537–49.

 59. Saini KS, et al. Targeting the PI3K/AKT/mTOR and Raf/MEK/ERK pathways 
in the treatment of breast cancer. Cancer Treat Rev. 2013;39:935–46. 
doi:10.1016/j.ctrv.2013.03.009.

 60. Zhao M, Mueller BM, DiScipio RG, Schraufstatter IU. Akt plays an impor-
tant role in breast cancer cell chemotaxis to CXCL12. Breast Cancer Res 
Treat. 2008;110:211–22. doi:10.1007/s10549-007-9712-7.

 61. Barbero S, et al. Stromal cell-derived factor 1alpha stimulates human 
glioblastoma cell growth through the activation of both extracellular 
signal-regulated kinases 1/2 and Akt. Cancer Res. 2003;63:1969–74.

 62. Vlahakis SR, et al. G protein-coupled chemokine receptors induce 
both survival and apoptotic signaling pathways. J Immunol. 
2002;169:5546–54.

 63. Vila-Coro AJ, et al. The chemokine SDF-1alpha triggers CXCR4 recep-
tor dimerization and activates the JAK/STAT pathway. FASEB J. 
1999;13:1699–710.

 64. Fernandis AZ, Prasad A, Band H, Klosel R, Ganju RK. Regulation of 
CXCR4-mediated chemotaxis and chemoinvasion of breast cancer cells. 
Oncogene. 2004;23:157–67. doi:10.1038/sj.onc.1206910.

http://dx.doi.org/10.1182/blood-2003-02-0663
http://dx.doi.org/10.1111/j.1537-2995.2005.04222.x
http://dx.doi.org/10.1084/jem.20041385
http://dx.doi.org/10.1038/leu.2011.62
http://dx.doi.org/10.1056/NEJMra023001
http://dx.doi.org/10.3892/ijo.2011.1210
http://dx.doi.org/10.1200/JCO.2011.40.8617
http://dx.doi.org/10.1200/JCO.2011.40.8617
http://dx.doi.org/10.1182/blood-2003-06-1891
http://dx.doi.org/10.1016/j.bcmd.2004.04.008
http://dx.doi.org/10.1016/j.bcmd.2004.04.008
http://dx.doi.org/10.1007/s00018-014-1830-x
http://dx.doi.org/10.1371/journal.pone.0027042
http://dx.doi.org/10.1016/j.exphem.2012.11.004
http://dx.doi.org/10.1182/blood-2003-09-3103
http://dx.doi.org/10.1182/blood-2004-12-4918
http://dx.doi.org/10.1182/blood-2008-06-165068
http://dx.doi.org/10.1002/cncr.22510
http://dx.doi.org/10.1002/cncr.22510
http://dx.doi.org/10.1182/blood-2011-10-383406
http://dx.doi.org/10.1038/nrc3847
http://dx.doi.org/10.1056/NEJMoa062867
http://dx.doi.org/10.1056/NEJMoa062867
http://dx.doi.org/10.1038/nm1489
http://dx.doi.org/10.1016/S1470-2045(10)70233-3
http://dx.doi.org/10.1172/JCI65566
http://dx.doi.org/10.1038/nature09350
http://dx.doi.org/10.1038/nature09350
http://dx.doi.org/10.1038/leu.2012.319
http://dx.doi.org/10.1111/bjh.12205
http://dx.doi.org/10.1186/s13058-015-0519-x
http://dx.doi.org/10.1038/35065016
http://dx.doi.org/10.1016/j.ctrv.2013.03.009
http://dx.doi.org/10.1007/s10549-007-9712-7
http://dx.doi.org/10.1038/sj.onc.1206910


Page 11 of 11Liu et al. Exp Hematol Oncol  (2016) 5:19 

•  We accept pre-submission inquiries 

•  Our selector tool helps you to find the most relevant journal

•  We provide round the clock customer support 

•  Convenient online submission

•  Thorough peer review

•  Inclusion in PubMed and all major indexing services 

•  Maximum visibility for your research

Submit your manuscript at
www.biomedcentral.com/submit

Submit your next manuscript to BioMed Central 
and we will help you at every step:

 65. Pinto MP, et al. Vascular endothelial growth factor secreted by activated 
stroma enhances angiogenesis and hormone-independent growth of 
estrogen receptor-positive breast cancer. Cancer Res. 2010;70:2655–64. 
doi:10.1158/0008-5472.CAN-09-4373.

 66. Cavnar SP, et al. Microfluidic source-sink model reveals effects of bio-
physically distinct CXCL12 isoforms in breast cancer chemotaxis. Integr 
Biol (Camb). 2014;6:564–76. doi:10.1039/c4ib00015c.

 67. Hirbe AC, et al. Disruption of CXCR4 enhances osteoclastogenesis and 
tumor growth in bone. Proc Natl Acad Sci USA. 2007;104:14062–7. 
doi:10.1073/pnas.0705203104.

 68. Yano T, Liu Z, Donovan J, Thomas MK, Habener JF. Stromal cell derived 
factor-1 (SDF-1)/CXCL12 attenuates diabetes in mice and promotes 
pancreatic beta-cell survival by activation of the prosurvival kinase Akt. 
Diabetes. 2007;56:2946–57. doi:10.2337/db07-0291.

 69. Balkwill F. The significance of cancer cell expression of the chemokine 
receptor CXCR4. Semin Cancer Biol. 2004;14:171–9. doi:10.1016/j.
semcancer.2003.10.003.

 70. Jacobson O, Weiss ID, Szajek L, Farber JM, Kiesewetter DO. 64Cu-
AMD3100–a novel imaging agent for targeting chemokine recep-
tor CXCR4. Bioorg Med Chem. 2009;17:1486–93. doi:10.1016/j.
bmc.2009.01.014.

 71. Aghanejad A, et al. Synthesis and evaluation of [(67)Ga]-AMD3100: a 
novel imaging agent for targeting the chemokine receptor CXCR4. Sci 
Pharm. 2014;82:29–42. doi:10.3797/scipharm.1305-18.

 72. Hartimath SV, Domanska UM, Walenkamp AM, Rudi AJOD, de Vries EF. 
[(9)(9)mTc]O(2)-AMD3100 as a SPECT tracer for CXCR4 receptor imaging. 
Nucl Med Biol. 2013;40:507–17. doi:10.1016/j.nucmedbio.2013.02.003.

 73. Mendez-Ferrer S, Chow A, Merad M, Frenette PS. Circadian rhythms 
influence hematopoietic stem cells. Curr Opin Hematol. 2009;16:235–42. 
doi:10.1097/MOH.0b013e32832bd0f5.

 74. Zirafi O, et al. Discovery and characterization of an endogenous CXCR4 
antagonist. Cell Rep. 2015;11:737–47. doi:10.1016/j.celrep.2015.03.061.

 75. Murakami T, et al. The novel CXCR4 antagonist KRH-3955 is an orally 
bioavailable and extremely potent inhibitor of human immunodeficiency 
virus type 1 infection: comparative studies with AMD3100. Antimicrob 
Agents Chemother. 2009;53:2940–8. doi:10.1128/AAC.01727-08.

 76. Karpova D, et al. The novel CXCR4 antagonist POL5551 mobilizes hemat-
opoietic stem and progenitor cells with greater efficiency than plerixafor. 
Leukemia. 2013;27:2322–31. doi:10.1038/leu.2013.266.

 77. Sison EA, et al. POL5551, a novel and potent CXCR4 antagonist, enhances 
sensitivity to chemotherapy in pediatric ALL. Oncotarget. 2015;6:30902–
18. doi:10.18632/oncotarget.5094.

 78. Peng SB, et al. Identification of LY2510924, a novel cyclic peptide 
CXCR4 antagonist that exhibits antitumor activities in solid tumor and 
breast cancer metastatic models. Mol Cancer Ther. 2015;14:480–90. 
doi:10.1158/1535-7163.MCT-14-0850.

http://dx.doi.org/10.1158/0008-5472.CAN-09-4373
http://dx.doi.org/10.1039/c4ib00015c
http://dx.doi.org/10.1073/pnas.0705203104
http://dx.doi.org/10.2337/db07-0291
http://dx.doi.org/10.1016/j.semcancer.2003.10.003
http://dx.doi.org/10.1016/j.semcancer.2003.10.003
http://dx.doi.org/10.1016/j.bmc.2009.01.014
http://dx.doi.org/10.1016/j.bmc.2009.01.014
http://dx.doi.org/10.3797/scipharm.1305-18
http://dx.doi.org/10.1016/j.nucmedbio.2013.02.003
http://dx.doi.org/10.1097/MOH.0b013e32832bd0f5
http://dx.doi.org/10.1016/j.celrep.2015.03.061
http://dx.doi.org/10.1128/AAC.01727-08
http://dx.doi.org/10.1038/leu.2013.266
http://dx.doi.org/10.18632/oncotarget.5094
http://dx.doi.org/10.1158/1535-7163.MCT-14-0850

	Effectiveness of AMD3100 in treatment of leukemia and solid tumors: from original discovery to use in current clinical practice
	Abstract 
	Background
	Molecular pharmacology of AMD3100 in blocking CXCR4
	Clinical applications
	HIV entry inhibitor
	Stem cell mobilization
	Application of AMD3100 in leukemia
	Treatment of acute lymphoblastic leukemia
	Treatment of chronic lymphocytic leukemia
	Treatment of acute myelogenous leukemia
	The approach of combinational use of AMD3100 with MER kinase inhibitor to improve anti-tumor drug efficacy in the context of acute myelogenous leukemia
	Treatment of chronic myeloid leukemia
	Treatment of other type of leukemia

	Application of AMD3100 in solid tumors
	Use of [64Cu]AMD3100 in molecular imaging of CXCR4 expressed tumors

	Conclusion
	Authors’ contributions
	References




