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a b s t r a c t

Discovered in the early 1990s, the highly conserved DNA- and protein-binding transcrip-

tion factor, Ikaros, is now considered one of the most important players in hematopoie-

sis and the development of certain forms of human malignancies. The Ikaros transcrip-

tion factor is a multifunctional protein regulating hematopoietic stem cells (HSCs) func-

tion, coordinating self-renewal, cell survival processes, cell cycle progression and

lymphopoiesis. Ikaros is also considered as one of the most important antileukemic

transcription factors. Alterations in the Ikaros gene (IKZF1) characterize a subset of acute

lymphoblastic leukemia with significant resistance to treatment and increased risk of

relapse. Hematological studies highlight shortened and modified dominant negative (DN)

Ik-forms, that play an important role in the development and prognosis of hematological

malignances. Currently, extensive research in this field is a priority in the battle against

leukemia. This paper describes the structural and functional properties of the Ikaros

protein and its family members, important interactions with the nuclear proteins, its

influence on gene transcriptional profiles, as well as its considerable involvement in the

key hematopoietic processes.

© 2014 Polskie Towarzystwo Hematologów i Transfuzjologów, Instytut Hematologii i

Transfuzjologii. Published by Elsevier Urban & Partner Sp. z o.o. All rights reserved.
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Introduction

Interest in Ikaros, the zinc finger-containing transcription
factor, has been growing since the early 1990s [1]. Initially,
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in 1991, a study of erythroid globin switching revealed the
existence of a DNA-binding factor with a strong binding
activity restricted to hematopoietic tissues. This protein was
found to bind to more than 95% of the pyrimidine (PYR)-rich
domain on one strand of DNA upstream of the human
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d-globin gene [2]. As we know now, it was Ikaros protein
associated with the PYR complex. Ikaros, designated as Ik-1,
Ik-VI or Lyf-1, is encoded by the IKZF1 gene (also known as
ZNFN1A1) located on the short arm of human chromosome
7 and on mouse chromosome 11, next to the epidermal
growth factor receptor gene [3, 4]. Ikaros protein is a highly
conserved antileukemic transcription factor with a 95%
homology between mice and humans at the amino acid
level [3].

Ikaros family members comprise two functionally differ-
ent groups. The members of the first group are the basic
form of the proteins, include Ikaros encoded by the IKZF1
gene, Helios encoded by the IKZF2 gene, Aiolos encoded by
the IKZF3 gene, Eos encoded by the IKZF4 gene, and Pegasus
encoded by the IKZF5 gene. These proteins possess both
DNA-binding and protein-binding domains. The functional
Ik-forms, Ikaros, Helios and Aiolos, together with Ik-H and
Ik-X act in concert with the Ikaros protein, partially com-
plementing its function, while Eos can only bind to
a palindromic DNA sequence [5].

The second group of the Ikaros family members consists
of dominant-negative (DN) Ik-forms encoded by the same
genes as functional forms. However, these forms have lost
their ability to bind DNA due to the deletion of exon
5 containing two N-terminal zinc fingers (ZF), ZF2 and ZF3
as a result of their alternative splicing. These short, patholo-
gical, DNA-nonbinding DN forms inhibit the functional Ik-
forms of group one [6–8]. The expression of DNs in normal
bone marrow cells is at a very low level [9], but their higher
levels are associated with hematopoietic malignancies [10].
Normal infant bone marrow cells and thymocytes produce
only Ikaros and Helios localized in the nucleus, whereas the
DNs display cytoplasmic localization [11].

It has been demonstrated in mice that the heterozygous
deletion of exons 4 and 5, which encode three N-terminal
ZFs, cause up-regulation of DN forms such as Ik-6, Ik-7 and
Ik-8, and lead to development of a highly aggressive form of
lymphoblastic leukemia. However, the same mutation in
a homozygous mouse germline completely arrested the
development of all lymphoid lineages [11]. It is also interest-
ing to note that Ikaros deletions are found much more
frequently in p53KO lymphomas than in wild-type p53
lymphomas: both genes being on the same chromosome [4].

Ikaros and its family members play a crucial role in
hematopoiesis, particularly in the lymphoid lineage as
a master regulator of early lymphocyte development, their
differentiation, homeostasis and function [12–14]. Through
the regulation of target gene expression, Ikaros proteins
control cell cycle progression and cell survival [6, 15], as well
as isotype selection during class-switch DNA recombination
of the immunoglobulin [16]. Moreover, this protein is
a crucial functional regulator and self-renewal factor of
hematopoietic stem cells (HSCs) [13, 17] and a critical tumor
suppressor [13, 18, 19]. It has been also demonstrated that
during chemotherapy or UV treatment, the Ikaros protein is
degraded in the early phase of apoptosis, presumably by the
proteasome system, prior to the activation of caspase 3 [20].

The expression profile of Ikaros family members varies
depending on cell type [21], and the co-expression of these
proteins enables the formation of highly stable homo- and
heterodimers, which presumably can associate into multi-
mers [21, 22]. Dimerization of DNA-binding Ikaros isoforms
results in their enhanced affinity for DNA and increased
transcription activation [22].

The expression of Ikaros is primarily detected in the
thymus and spleen, where it is essential for the regulation
of T-cell specific gene transcription. Furthermore, Ikaros is
expressed in HSCs, myeloid and erythroid precursors,
mature T and B cells, natural killer (NK) cells, activated
T cells and nucleated erythroid lineage cells [9], as well as in
common lymphoid progenitors [17, 23, 24]. Although, Ikaros
is upregulated during T cell activation, the protein occurs at
a very low level in resting T cells [9, 25, 26]. The highest
expression of Ikaros is observed in immature thymocytes,
as well as in self-renewing fractions of long term (LT) HSCs.
Interestingly, the daughter short term (ST) HSC population
displays significantly lower Ikaros levels [17].

Although Ikaros has been previously described as
a lymphoid lineage specific factor, recent studies indicate
that it plays a role in other cell types, such as developing
striatal mouse neurons [27]. It has been described as
inducing both cell cycle arrest of neural progenitors and
neurogenesis of late precursors, i.e. ENK-positive striatal
neurons [28]. It has also been reported that Ikaros occurs at
high levels in progenitor cells of the cerebral cortex in early
stages of neurogenesis in mice, after which its expression
systematically decreases [29]. Moreover, Ikaros expression
has been observed in all early embryonic mouse multipotent
retinal progenitor cells which, at later stages, give rise to
Ikaros deficient retinal progenitor cells. The studies on the
role of Ikaros in neuronal development indicate that this
protein is as a mammalian homolog of Hunchback,
a temporal zinc finger transcription factor selecting the fate
of the first-born neurons in Drosophila [29, 30].

Ikaros structure and function

The crucial features of Ikaros that contributed to its dis-
covery were the C2H2 zinc finger (ZF) motifs located in two
Krüppel-like zinc finger domains, which are characteristic
for both DNA-binding and protein-binding proteins. Four ZF
motifs located centrally on the N-terminal domain of the
Ikaros protein (ZF1–ZF4) are known to possess DNA-binding
affinity, whereas 2 additional zinc fingers (ZF5, ZF6) located
on the C-terminal domain, named the dimerization domain,
are responsible for protein interaction [10, 31, 32] (Fig. 1).
Presumably, the C-terminal zinc fingers are responsible for
the pericentromeric targeting of the Ikaros protein within
the nucleus [31].

The latest designations of Ikaros family members are
different to the original ones. As exon 1 is not translated and
has not been initially identified, the first reports describe only
seven exons [6, 33]. However, all Ikaros isoforms possess exon
8 with protein-binding ZF5 and ZF6 motifs. Moreover, many
of the IKZF1 family member genes miss the last 30 bases of
exon 7 and are designated as minus forms [6].

Ikaros interacts with DNA, inserting the DNA-binding
domain into the major groove of DNA [32]. As a transcription
factor, Ikaros binds to 1 or 2 sites containing the (C/T)GGGA



Fig. 1 – Structures of Ikaros family member proteins. Exon 1 is untranslated. Some forms lack translation of the last 30 bases
of exon 7 (the part marked with ‘‘X’’) and are designated as ‘‘minus’’ forms. (A) Structure of Ikaros 1 protein. (B) Structures of
major functional Ik-forms: Ik-H and Ik-X. (C) Structures of major DN Ik-forms: Ik-6, Ik-9 and Ik-10. ZF: zinc finger; N-: N-
terminal end; C-: C-terminal end
Ryc. 1 – Struktury białek z rodziny Ikaros. Ekson 1 nie jest tłumaczony. W niektórych formach ostatnich 30 par zasad eksonu 7 nie
jest tłumaczone (fragment przekreślony ,,X’’), a ich nazwy są oznaczane minusem. (A) Struktura białka Ikaros 1. (B) Struktury dwóch
głównych białek funkcjonalnych z rodziny Ikaros: Ik-H i Ik-X. (C) Struktury trzech głównych form białek dominujących negatywnych
z rodziny Ikaros: Ik-6, Ik-9 i Ik-10. ZF: palec cynkowy; N-: koniec aminowy; C-: koniec karboksylowy
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(A/T) sequence in promoters of regulated genes [4, 10, 11, 34–
36]. The Ikaros protein possesses 1 activation domain and
2 repression domains [7]. The ability to repress gene tran-
scription does not depend on DNA-binding affinity or dimer-
ization properties but on the cell type and the sequence of
gene promoters [37]. The Ikaros-induced repression is
mediated by chromatin modification, co-repressor recruit-
ment, as well as competition for DNA sequences [13].

Ikaros is located primary in pericentromeric heterochro-
matin (PC-HC) in close proximity to transcriptionally silent
genes [38]. This is presumably caused by its interaction with
histone deacetylase complexes (HDACs) present at hyper-
methylated DNA fragments [39]. In fact, deacetylation of
histones located in inaccessible regions of DNA requires the
action of chromatin remodeling complexes. However, since
the function of these complexes depends on the cell type,
the pattern of gene repression displays high cell specificity
[37]. Throughout chromatin remodeling, Ikaros recruits
target genes to the pericentromeric heterochromatin, which
results in activation or repression of their transcription [10,
12, 18, 40–42]. Ikaros can repress genes in both HDAC-
dependent and independent manner, for instance, through
its interactions with the co-repressor, the C-terminal bind-
ing protein [43].

The differentiation of HSCs into a lymphoid-myeloid line-
age requires repression of transcriptional programs affiliated
with the fate of megakaryo-erythroid cells. It has been
reported that Ikaros modulates lymphoid and myeloid gene
expression, but also represses genes responsible for erythroid
commitment and the self-renewal ability [44]. Loss of Ikaros
function in lymphoid-myeloid restricted progenitors (LMPPs)
causes deficiency of tyrosine kinase receptor Flt3 [45] and
promotes myeloid lineage by upregulation of specific nuclear
factors and cytokine receptors [46]. Loss of Ikaros function in
common myeloid progenitors (CMPs) promotes erythro-mega-
karyocyte formation, however, intermediate levels of Ikaros
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were found to generate erythroid and myeloid lineage cells
[45]. Ikaros is also a crucial regulator of the self-renewal
machinery active in the pool of long term-reconstituting
HSCs. A homozygous mutation of Ikaros in mouse fetus
results in loss of the (CD150+) long term-HSCs, leaving non-
long term self-renewing cellular pools, which causes rapid
and fatal anemia, as well as a dysregulation of erythroid cell
differentiation and proliferation from reduced progenitors
[17].

Moreover, Ikaros plays a crucial role in the regulation of
cell cycle and cell differentiation. In the nucleus, specifically
in the higher-order chromatin structure, it is colocalized with
methyltransferase and Cyclin A, suggesting that it is accessi-
ble to both transcription and replication machineries [25]. Cell
division, especially during replication or the moment after-
wards, provides an opportunity for gene maintenance to
occur. This phenomenon may genetically distinguish the
daughter from the mother cell, which is the principle of
differentiation [25]. Ikaros is known to have the potential to
maintain heterochromatic code through cell divisions, as has
been described in a study on the role of chromatin remodel-
ing in hematopoietic lineage commitment and differentiation:
Ikaros appears to coordinate the correct differentiation of
daughter cells from the mother cell, and act as a factor
governing the pattern of fate-specific gene expression [47].

Ikaros is also involved in the control of T cell activation
in which Ikaros co-localizes with the DNA replication
machinery. It has been reported that reduced or abolished
Ikaros activity leads to accelerated entry into the S phase by
reduction of the activation threshold, reduction of sensitiv-
ity to cell cycle inhibitors and hyper-response to IL-2, which
is required for G1-S progression [25]. This leads to aberra-
tions in chromosome structures including an oversized
chromosome 1. The absence of Ikaros in mice results in
rapid development of T-cell neoplasia [25].

Another important function of Ikaros is shaping the
course of an immune response which requires the presence
of IL-10 for normal direction. Ikaros is known to be a critical
activator of IL-10 gene expression in CD4+ T cells [48]. Ikaros
null T cells display aberrant differentiation and low IL-10
gene expression. Furthermore, recent reports have shown
that Ikaros is involved in the repression of the IL-2 gene in
anergic T cells, as well as in the activation of IL-4, IL-5, and
IL-13 genes in Th2 cells suggesting that Ikaros is a critical
factor for T cell effector functions [49].

Ikaros is phosphorylated predominantly by casein kinase
II (CKII). As a consequence of this protein phosphorylation,
the recruitment of Ikaros to PC-HC, its DNA-binding affinity,
the repression of some genes, and the negative regulation of
G1-S transition is reduced or abolished [18, 50–52]. Although
Ikaros is dephosphorylated by the late G1 phase, Ikaros
becomes hyperphosphorylated as it enters the S phase and
remains so throughout the M phase [50]. Inappropriate
levels of active or inactive proteins regulating G1-S transi-
tion, a critical cell cycle checkpoint, induce cell apoptosis or
neoplastic state in primary lymphocytes [50].

Moreover, Ikaros has been established as a central reg-
ulator of the transition of pre-B or pre-T cells to mature
lymphocytes [14]. Lack of Ikaros, in both B and T cells, causes
a deficit in antigen-receptor rearrangement [53]. This protein
also regulates the transcription of genes, such as Cd4 or Cd8,
and has been demonstrated to activate the CD8a gene locus
[41, 54]. Lack of Ikaros activity during the progression of
double negative T cells (CD4�CD8�) to double positive
(CD4+CD8+) thymocytes results in inappropriate pre-TCR and
TCR signaling [14, 54], nonetheless the T cells progression
occurs. However, the rate of differentiation into the double
positive stage is increased and the next transition is heavily
skewed toward CD4 single-positive T cells, which do not
appear in the periphery, presumably because they have not
undergone the final selection steps required for their exporta-
tion. Moreover, the normal proliferative expansion of T cells
does not occur, resulting in a highly hypocellular thymus [14].

Ikaros is also required in mature B cells to ensure the
specificity and efficiency of the class-switch recombination.
In this process, Ikaros is a regulator of immunoglobulin (Ig)
isotype selection. It has been shown that Ikaros deficiency
promotes ectopic class-switch recombination toward IgG2b
and IgG2a and reduces class-switch recombination into all
other types [16].

There are several lines of evidences that Ikaros also
promotes the differentiation and survival of human erythroid
cells. Furthermore, it is crucial for erythroid maturation and,
most importantly, for adult erythroid globin gene expression
and globin switch [2, 55, 56]. Ikaros is required for the
formation and DNA binding of developmental-stage specific
complexes such as chromatin remodeling complexes and the
polypyrimidine (PYR) complex, which occur only in adult
hematopoietic cells [2, 57–59]. Lack of Ikaros in mice results
in no PYR complex formation and delayed globin switching
[57, 58, 60].

Ikaros alternations in hematological malignancies

The body of evidence indicating the role of Ikaros in
leukemias has accumulated steadily since the mid-1990s
[61]. The focal or broad deletions of IKZF1 gene [62] are now
known to be the cause or the result of some human
hematological diseases, such as acute lymphoblastic leuke-
mia (ALL) [63]. Moreover, Ikaros gene alterations indirectly
lead to myeloproliferative neoplasms (MPNs) or its progres-
sion to acute myeloid leukemia (AML) [6]. Diverse IKZF1
mutations are found during blastic progression of chronic
myeloid leukemia (CML) [64]. Presumably, activation of the
JAK-STAT pathway is responsible for the leukemogenic
potential of IKZF1 gene mutations [65, 66].

Homozygous IKZF1 gene deletions are embryonic lethal
and are associated with the defective or abolished develop-
ment of all lymphoid cells, the earliest lymphoid progenitors,
as well as excessive macrophage formation and fully defec-
tive erythrocyte and granulocyte differentiation. Heterozy-
gous alterations of the IKZF1 gene mostly lead to rapid
development of aggressive leukemias and lymphomas [7, 61,
67]. Substitution of an amino acid in the DNA-binding ZF
domain caused by a point mutation in one allele of the Ikaros
gene leads to congenital pancytopenia. Such mutations result
in profound B lymphopenia and decimated NK cells, however,
the T cell number remains normal, which suggests that other
Ikaros family members may compensate for the loss of Ikaros
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itself [68]. In addition, Ikaros-dependent changes of lympho-
poiesis can also be caused by its abolished expression. It has
been revealed that human pituitary gland cells lacking Ikaros
mRNA transcripts exhibit significant IKZF1 promoter DNA
hypermethylation [69].

Acute lymphoblastic leukemia

Total or partial deletions of IKZF1 are very frequent in ALL.
Mutations of this gene were found in 20–30% cases of
childhood B-cell precursor ALL (BCP-ALL) and in about 50% of
adult BCP-ALL and in over 80% of BCR-ABL1+ lymphoid
leukemia (including de novo ALL and CML transformation to
ALL – lymphoid blast crisis), in 58% of BCR-ABL1-negative
BCP-ALL cases and approximately in 5% of T-cell ALL [18, 62,
64, 70–72]. However, Ikaros deletions are not detected in the
accelerated or chronic phase of CML [64]. The frequencies of
the various types of IKZF1 mutations in BCP-ALL was reported
as follows: large deletions of chromosome 7 are present in
15% of cases, deletions of exons 2–7 in 15%, deletions of
exons 4–7 in 30%, other deletions, including single exon
deletions, appear in 30% of cases, and less frequent point
mutations are present in 10% of cases [70]. In recent studies,
all BCP-ALL cases with IKZF1 mutations were subdivided into
three functional categories characterized by: (1) monoallelic
deletions leading to haploinsufficiency (�55% of all BCP-ALL
cases), (2) 15–200 kb deletions restricted to the IKZF1 gene
leading to production of DN forms (D4–7 account for �33% of
all IKZF1 mutations), and (3) an Ikaros null phenotype caused
by biallelic deletions (�12% of all BCP-ALL cases) [35].

A high risk of childhood ALL development due to a single
nucleotide polymorphism (SNP) in IKZF1 (7p12.2 variant
rs4132601) has been reported [73, 74]. Interestingly, another
SNP, rs10272724 (T > C), near IKZF1 (at 7p12.2) has been
identified and is associated with a reduced risk of type
1 diabetes [75]. Therefore, it is hypothesized that these SNPs
affect the mRNA level interrupting lymphocyte development
and leading to reduced impaired immune response, result-
ing in diabetes-protective and leukemia-susceptible effects.

A strong correlation has been shown between IKZF1
deletions and a poor outcome in human leukemias arising
from the disruption of early B-cell development. For instance,
Ikaros restricts the expression of hematopoietic stem cell-
specific genes and negatively regulates cell proliferation. As
a consequence, Ikaros appears to be a central regulator of the
high-risk gene-expression signature [14, 61, 64, 71].

The susceptibility of leukemias to treatment depends on
the nature of the mutated transcriptional regulator. A poor
prognosis associated with the high-risk BCP-ALL results from
two major genetic modifications. The first being overexpres-
sion of hematopoietic stem cell genes, giving rise to malig-
nant clones that exhibit such stem cell-like features as self-
renewal and drug resistance. The second being the down-
regulation of genes responsible for lymphocyte development,
which contributes to B-cell developmental arrest at the point
of high proliferative potential and, hence, to increased
susceptibility to malignant transformation [64, 71].

The presence of BCR-ABL1 rearrangement is associated
with a high risk of leukemia relapse. This type of mutation is
found in only 5% of pediatric BCP-ALL and in approximately
40% of adult ALL. In the group of 43 patients with BCR-ABL1
ALL the IKZF1 gene deletions were detected in 76.2% of
children and 90.9% of adults [64]. Lacobucci et al. examined
a group of 106 de novo BCR-ABL1+ adult ALL patients for
oncogenic lesions that cooperate with BCR-ABL1 to induce
ALL. The most frequent, identified in 75% of patients, was
a focal deletion on 7p12 of IKZF1 gene. Furthermore, patients
were examined for two major broad IKZF1 deletions: exons 4–
7 and exons 2–7. Among patients with any IKZF1 deletion
identified, the loss of exons 4–7 was found in 55%, whereas
24% of patients suffered from a lack of exons 2–7 [76]. In
another study from 2012, a group of 144 adult B-ALL patients
was analyzed for total or partial IKZF1 deletions. In this
cohort, 106 patients were BCR-ABL1+ with the frequency of
IKZF1 deletions higher than in the rest of 38 patients negative
for known molecular rearrangements (B-NEG patients). The
frequencies of IKZF1 deletions reached 75% and 58%, respec-
tively [34]. In BCR-ABL1+ ALL, 59–70% of all examined IKZF1
mutations were severe D4–7 deletions or biallelic mutations
[64, 70, 76]. In contrast, 57% of the IKZF1 mutations in the
high-risk BCP-ALL pediatric cases negative for BCR-ABL1
demonstrated IKZF1 haploinsufficiency [77]. Loss of Ikaros
function due to its gene mutation causes B-lymphoid matura-
tion arrest in BCR-ABL1+ ALL by alteration of the earliest
lymphoid lineage specification, especially the B-cell develop-
ment. Moreover, frequent co-deletions of PAX5 and CDKN2A
were found together with IKZF1 deletions in BCR-ABL1+ ALL
[64, 71]. Although BCR-ABL1 translocation was considered to
appear independently of Ikaros mutations, the Ikaros altera-
tions directly contribute to the pathogenesis of BCR-ABL1+

ALL resulting in an increased relapse rate and a greater
number of adverse events [64, 71, 77–79]. Moreover, the IKZF1
gene alterations occur in 40% of ALL with a BCR-ABL1-like
phenotype and this subset is associated with a high risk of
relapse [72]. Another study of BCR-ABL1-like ALL subtype
showed a high rate of deletions in genes involved in B-cell
development (including IKZF1, TCF3, EBF1, PAX5, and VPREB1)
occurring in 82% of examined patients [80]. Somatic deletions
and mutations of the IKZF1 gene have also been identified in
Philadelphia-like ALL, which is an ALL subtype with a gene
expression profile similar to Philadelphia-positive ALL. It was
recently found that in 73% of Philadelphia-like ALL cases,
a GATA3 variant (rs3824662) is present together with a CRLF2
lesion, JAK mutation and IKZF1 deletion [72, 81].

It has been previously reported that broad exon dele-
tions resulting in DNs expression have been found to
originate from gene alterations and non-aberrant post-
transcriptional splicing induced by BCR-ABL1. Major DN Ik-
forms of aberrant IKZF1 expression are enumerated in
Fig. 1. It has been suggested that deletion of exons 4–7 from
IKZF1 arises due to aberrant RAG-mediated recombination
[64, 76]. This DN Ik-6 form has been identified in nearly
a third of human T-cell acute leukemia cases [69]. Among
others, the Ik-6 DN form is the most common product of
IKZF1 mutations (Table I). Overexpression of Ik-6 favors
myelopoiesis by simultaneously altering the human globin
switch and inhibiting erythroid differentiation [55]. In
AML Ik-6 up-regulation enhances Bcl-XL activation in
myeloid precursor cells [15]. A high Ik-6 level also causes



Table I – Review of the most common DN products of IKZF family genes mutations reported over last 14 years. Initially,
researches were based on RT-PCR analysis and after 2007 large-scale comparative genomic hybridization (CGH) technology
using high-density microarrays emerged
Tabela I – Przegląd najczęściej występujących form białek dominujących negatywnych powstałych w wyniku mutacji genu IKZF1,
opisanych w przeciągu ostatnich 15 lat. Początkowe badania opierały się na technice RT-PCR, a po 2007 roku stosowana była
technologia porównawczej hybrydyzacji genomowej z użyciem mikromacierzy o wysokiej gęstości

Publication Year Type of disorder Detected
DN Ik-forms

Subgroup with
detected

spliceforms (%)

Researched
group

(detected/all)

Sun et al. [11] 1999 ALL Ik-4, Ik-7, Ik-8 100 7/7 infants
Sun [63] 1999 T-ALL Ik-4 or Ik-4D 80 8/10 infants

Ik-7 or Ik-7D 0 0/10
Ik-8D 60 6/10

BCP-ALL Ik-4 or Ik-4D 45 5/11 infants
Ik-7 or Ik-7D 18 2/11
Ik-8D 27 3/11

Iacobucci
et al. [85]

2000 BCR-ABL1+ ALL Ik-6 49 23/47 adults

Yagi et al. [15] 2002 AML Ik-6 29.2 7/24 pediatrics
Ezzat et al. [8] 2003 Pituitary adenomas Ik-6 36 18/50

Ik cytoplasmic
localization

56 28/50

Mullighan [64] 2008 BCR-ABL1+ ALL Ik-6, Ik-9, Ik-10 76.2 16/21 pediatrics
90.9 20/22 adults

Iacobucci
et al. [86]

2008 BCR-ABL1+ ALL Ik-6 41 19/46 adults

Martinelli [79] 2009 BCR-ABL1+ ALL Ik-6 37 31/83 (all patients)
59 31/52 (IKZF1 deleted

patients)
Ik-10 20 17/83 (all patients)

33 17/52 (IKZF1 deleted
patients)

Mi et al. [87] 2012 BCP-ALL Ik-6 14.7 56/379 pediatrics
31.3 64/203 adults
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up-regulation of the antiapoptotic signal in 40% of pituitary
tumors by Bcl-XL promoter selective acetylation, whereas
Ik-1 attenuates Bcl-XL promoter activity [82].

In 2012, an analysis of 422 genes in both B-NEG and BCR-
ABL1+ adult B-ALL patients revealed that the coexistence of
IKZF1 deletions contributed to up-regulation of 294 genes and
down-regulation of 128 genes. The group of up-regulated
genes included genes responsible for cell-cycle progression,
JAK-STAT signaling, stem cell self-renewal, apoptosis regula-
tion, as well as the production of early primed erythroid
factor KLF9 and the late myeloid gene ID2 [34]. A recent
genome-wide analysis revealed that 50% of all genes up-
regulated during B-cell lineage specification in vivo are Ikaros
targets [83]. The group of down-regulated genes included
genes responsible for DNA repair processes (MSH2, MSH6,
UBE2V2), the B-cell differentiation pathway (EBF1, BLK, BTK,
IGLL1, CD22, PLCG2, MAP3K1, VPREB1), apoptosis and cell cycle
progression, as well as RAG gene. Accumulation of DNA
damage was confirmed by markedly increased basal phos-
phorylation of histone H2A.X [34].

Chronic myeloid leukemia

The expression of tyrosine kinase that is constitutively
activated due to BCR-ABL1 translocation underlies chronic
myeloid leukemia (CML). This defect can alone induce a CML-
like myeloproliferative disease, however, the generation of
blastic leukemia requires additional oncogenic lesions.
Although CML responds well to therapy in the chronic phase,
it acquires resistance to treatment after progressing to blast
crisis. Cooperating cytogenetic aberrations and tumor sup-
pressor gene mutations occur in CML progressing to blast
crisis. The most frequent events in the transformation of CML
to lymphoid blast crisis are IKZF1 diverse mutations (66%),
such as deletions of exons 4–7, 2–7, or even the entire gene
[64, 76]. Also the IKZF1 nonsense mutation has been identified
in the C-terminal zinc-finger domain of exon 7 in the non-
deleted allele, together with CDKN2A deletion and PAX5 copy
number alterations [64].

It is important to note that IKZF1 deletions are present
only in lymphoblast crisis and have not been detected in
myeloid blast crisis or the chronic phase of CML. An analysis
of 42 newly diagnosed CML Ik-6 positive patients in lympho-
blast crisis showed complete remission in only 40%, with
a 66.7% rate of relapse after 2–18 months. No expression of Ik-
6 was found in healthy controls, nor in chronic or accelerated
phase of CML, nor in patients with myeloblast crisis [76, 84].

Myeloproliferative neoplasm and acute myeloid
leukemia

The most serious consequence of myeloproliferative neo-
plasm (MPN) is its transformation to AML. The JAK2-V617F
gene gain-of-function mutation occurs in more than half of
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all MPN patients, however, no significant association exists
with post-MPN leukemic transformation, as both JAK2-
V617F-dependent and JAK2-V617F-independent pathways of
transformation have been observed. Moreover, a strong
association was observed between del7p and leukemic
transformation, where the common deleted region con-
tained only the IKZF1 gene. Six of seven examined patients
with del7p progressed to AML whereas only one showed
features of advanced phase of primary myelofibrosis with
pancytopenia and increased blasts in the peripheral blood.
Deletions on the short arm of chromosome 7 (del7p) involve
such clinical symptoms as anemia, thrombocytopenia and
increased percentage of blasts in the peripheral blood.
Ikaros gene alterations do not induce differentiation arrest
of myeloid cell types. IKZF1 deletions, but not point muta-
tions, are acquired late in the disease progression and are
strongly associated with JAK2-V617F mutation. IKZF1 hap-
loinsufficiency (including monosomy 7) occurred in 21% of
post-MPN leukemia and 0.2% of nonleukemic MPN patients.
The IKZF1 gene haploinsufficiency was found to induce
elevated Stat5 phosphorylation and increase cytokine-
dependent growth. Monosomy 7 is known to occur in
approximately 10% of adult and 5% of childhood AML cases
[65]. Another study of childhood AML revealed that 7 of 10
cases of myelomonocytic or monocytic leukemias expressed
Ik6. It is likely that Ik-6 plays an exclusive role in monocyte/
macrophage differentiation, as it up-regulates the antiapop-
totic protein Bcl-XL, which is involved in the differentiation
and survival of monocytes/macrophages [15].

Summary

Ikaros is a multifunctional zinc finger DNA-binding tran-
scription factor encoded by the IKZF1 gene which is required
for the earliest specification of the lymphoid lineage during
hematopoiesis. The Ikaros protein and the transcripts of
four other genes comprise the basic forms of Ikaros family
proteins. In addition, numerous variations of the Ikaros
family genes transcripts may occur including defective
forms of proteins being involved in a range of hematological
disorders such as leukemias. The IKZF1 gene is subject to
such aberrations as point mutations and biallelic deletions,
the most common haploinsufficiency, as well as broad
deletions of exons 2–7, and 4–7. The last of these mutations
causes production of dominant negative Ik-forms, which
lack the core of the DNA-binding domain. Overexpression of
these dominant negative Ik-forms is detected in about
a half of adult BCP-ALL and in most of BCR-ABL1+ALL, BCR-
ABL1-like ALL and BCR-ABL1-negative BCP-ALL cases. Domi-
nant negative Ik-forms not only inhibit the functional Ik-
forms, but also prevent the basic Ikaros forms from occup-
ing a close proximity to PC-HC and their target genes.
However, IKZF1 mutations can arise as secondary mutations
during disease progression, as in CML transformation to
BCR-ABL1+ ALL, or MPN transformation to AML. Dominant
negative Ik-forms occur in CML blast crisis and remain
after transformation to BCR-ABL1+ ALL. Ikaros deletions are
also acquired as a late event in the clonal evolution of
myeloid progenitors, and the leukemogenic potential of
these mutations is presumably induced via JAK-STAT sig-
naling pathway. Moreover, JAK mutations, particularly JAK2
mutations, are known to be significantly associated with
IKZF1 defects in childhood ALL. The 7p12.2 variation of IKZF1
increases the risk of childhood ALL, whereas the BCR-ABL1-
like signature and/or IKZF1 deletions are associated with
high risk of relapse among BCP-ALL patients. The broad
research of the Ikaros transcription factor identified this
protein as a central regulator of numerous hematopoietic
processes and determined Ikaros as a potential therapeutic
target of aggressive leukemia treatment.
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