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Abstract Despite recent progress in molecular research
in myeloid malignancies, in subsets of patients with
myelodysplastic syndrome (MDS) so far no underlying
mutation was identified. In the myeloproliferative neo-
plasms (MPNs), the JAK2V617F alone cannot explain the
phenotypic heterogeneity. In acute myeloid leukemia
(AML), clinical variability exists within distinct subgroups.
Thus, the search for novel molecular markers continues.
Recently, mutations of the tet oncogene family member 2
(TET2) and Casitas B-cell lymphoma (CBL) genes became
the focus of interest. With diverse genetic methods, TET2 on
chromosome 4q24 was identified as candidate tumor
suppressor gene. Sequencing studies revealed heterogeneous
mutations in 10–25% of patients with acute myeloid
leukemia (AML), MDS, and MPNs, while the frequency
might be higher in chronic myelomonocytic leukemia
(CMML). The prognostic impact is being explored. The
CBL gene is involved in the degradation of tyrosine kinases.
In rare cases of human AML (<2%), CBL mutants were
identified, with a higher frequency in core binding factor
leukemias. Presence of these mutations was suggested to
be involved in aberrant FLT3 expression. In the MPNs, a
2–8% frequency of CBL mutations was reported. These

novel mutations deepened insights in the mechanisms of
leukemogenesis, might contribute to the identification of
new therapeutic targets, and improve diagnostics in the
myeloid malignancies.
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Introduction

In recent years, an increasing pattern of recurrent molecular
alterations has evolved in acute myeloid leukemia (AML).
Examples are mutations of the nucleophosmin (NPM1) gene
being described by Falini et al. [1] or of the CCAAT/
enhancer-binding protein alpha (CEPBA) gene which has a
coding function for a critical myeloid transcription factor [2].
These prognostically favorable genetic alterations and their
association with normal karyotype AML were recognized as
provisional entities by the new World Health Organization
(WHO) classification in 2008 [3]. Considering other
recurrent mutations, e.g. the FLT3-ITD/TKD (internal
tandem duplications/tyrosine kinase domain mutations of
the FLT3 gene), MLL-PTD (partial tandem duplications of
the mixed lineage leukemia gene), or RUNX1 (runt-related
transcription factor 1), molecular alterations can by now be
identified in >80% of patients with normal karyotype AML
[4]. In 55% of patients, cytogenetic analysis reveals aberrant
karyotypes with a strong prognostic power [5–7]. Thus, a
biological and clinical relevant subcategorization based on the
cytogenetic and molecular genetic features is possible in most
AML cases. However, as the clinical outcomes are highly
variable even within distinct genetic subgroups, additional
mechanisms are assumed to play a role in pathogenesis.
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Overexpression of receptor tyrosine kinases due to mutations
[8] or autocrine activation at the mRNA and protein levels is
a frequent phenomenon are in AML. FLT3 has been
demonstrated to be overexpressed in patients with evidence
of a FLT3 mutation as well as in patients with FLT3 wild
type [9]. The potential functions of FLT3 in AML in wild
type cases remain to be clarified.

In myelodysplastic syndromes (MDS), molecular alter-
ations were identified in smaller subsets of patients, such as
RUNX1/AML1 mutations in 15–20% of therapy-associated
MDS (t-MDS) cases [10] or mutations of the FLT3 gene in
single advanced MDS cases [11]. Mutations of the RAS
(family of retrovirus-associated DNA sequences) oncogenes
were described in 5% of t-MDS cases [12] and in 12% of
RUNX1-mutated advanced MDS cases [13]. Cytogenetic
alterations exist in >50% of all MDS cases [7, 14]. Similar
to AML, the karyotypes have strong prognostic power, but
variances of the clinical profiles are seen as well within
distinct cytogenetic subgroups. Further, in those ∼50% of
MDS patients with absence of cytogenetic abnormalities,
the pathogenetic events causing the malignant conditions
need further intensive investigation.

With respect to the myeloproliferative neoplasms (MPNs),
the JAK2V617F activating mutation has been identified in
>95% of patients with polycythemia vera (PV), but ∼45% of
patients with primary myelofibrosis (PMF) or essential
thrombocytosis (ET) show no evidence of this molecular
marker [15, 16]. Other activating mutations, e.g., of the MPL
gene or exon 12 of JAK2 are limited to small percentages of
patients with JAK2V617F unmutated MPNs [17, 18].

Thus, research focuses on the identification of novel
leukemogenic markers in patients with AML, MDS, or
MPNs. Recently, two novel molecular mutations—involving
the TET2 [19–21] and Casitas B-cell lymphoma (CBL)
[22, 23] genes—became focus of interest in these myeloid
malignancies.

Identification of mutations in the TET2 gene

The tet oncogene family member 2 (TET2) gene is localized
on chromosome 4q24. It spreads over 11 exons and contains
150 kb. The 4q24 breakpoint has been demonstrated to be
involved in other AML associated translocations, e.g. the t
(3;4)(q26;q24) [24] or the t(10;11)(q22;q23) involving the
TET1 (“Ten-Eleven-Translocation”, tet oncogene 1) gene
[25]. With a combination of diverse methods, including
cytogenetics, comparative genomic hybridization (CGH),
and SNP (single nucleotide polymorphism) array analyses,
Delhommeau et al. identified TET2 as candidate tumor
suppressor gene being relevant for AML, MDS, and MPNs.
Sequencing studies in 320 patients with different myeloid
disorders revealed TET2 mutations in 19% of patients with

MDS, 24% with secondary AML (s-AML), 22% with chronic
myelomonocytic leukemia (CMML), and 12% with MPNs
[19]. Similarly, Langemeijer et al. identified recurring
deletions and copy-neutral loss of heterozygosity (LOH)
involving 4q in MDS patients based on SNP microarray
analyses. Sequencing analysis in 102 MDS patients revealed
mutations of the TET2 gene in 26% of cases [20].
Subsequent studies confirmed the presence of the TET2
mutations in diverse myeloid disorders [26–28]. Thus, it
became evident that this novel molecular marker is highly
relevant for a variety of myeloid disorders.

Pattern of the TET2 mutations

Thus far, observed TET2 mutations are extremely hetero-
geneous: nonsense mutations, out-of-frame insertions,
deletions, and splice site mutations have been described
[24, 27, 29]. The mutations are spread over several exons
(Fig. 1), mostly involving the largest exons 3 and 11. In most
cases, they result in frameshift or stop codon alterations [30].
Such changes usually result in truncated translation, and
therefore, inadequate production of a potential tumor
suppressor protein [21, 30].

In the study of Delhommeau et al. analyzing patients
with different myeloid disorders, both alleles were affected
by two different TET2 mutations in 25 of 55 mutation
carriers (45%). Coexistence of two different TET2 mutations
each affecting a different allele of the same clone has also
been reported by Saint-Martin et al. in patients with MPNs
[29]. Thus, there seems no doubt that the TET2 mutations
can occur as hemizygous or compound heterozygous
alterations [31].

Saint-Martin et al. retrospectively tracked the TET2 and
JAK2V617F mutation loads in a patient with MPN and
demonstrated increase of the mutation burden concomitantly
with the development of the disease [29]. Similarly,
Delhommeau et al. performed analysis of the CD34+ stem
cells in one patient with MDS at the RAEB-1 (refractory
anemia with excess blasts) and after progression to RAEB-2.
In the RAEB-1 stage, TET2 wild type and mutated alleles
were found in parallel. Following the transformation to
RAEB-2, only mutated cells were detected [19]. Therefore,
the progression of MDS may be accompanied by increase
of the TET2 mutated cell population load. Furthermore,
the mutations were shown to be present already in CD34+

hematopoietic stem cells. Delhommeau et al. demonstrated
that the proportion of TET2 mutated cells was higher in
the more mature progenitor cells (CD34+ CD38+) from
MDS patients when compared to the very immature
(CD34+ CD38-) cells [19]. Further, in samples from
patients with myeloproliferative disorders who had both
TET2 and JAK2 mutations, TET2 mutations occurred first
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in the course of the disease. Therefore, in the study of
Delhommeau et al., the TET2 defects seemed to precede
the JAK2 mutations during the evolution of the disease
[19]. To examine the order of events, Schaub et al.
genotyped TET2 and JAK2 in individual colonies in
samples from eight patients with MPNs who were all
carriers of both a TET2 mutation and JAK2 mutation in
parallel. They found that colonies with mutated TET2
could either carry JAK2 wild type whereas others were
JAK2V617F positive, indicating that the TET2 mutation
occurred before the JAK2V617F. However, in two other
patients data were compatible with the opposite order of
events (the JAK2 mutation occurring before the TET2
alteration). Finally, in two patients, the TET2 and
JAK2V617F mutations defined two separate clones. Thus,
there was no strict temporal order of occurrence of these
genetic events [32]. Abdel-Wahab et al. showed that the
transformation of MPNs to s-AML was accompanied by
acquisition of a TET2 mutation in 6/14 cases (43%) when
paired samples from different time points were analyzed
[33]. This was giving further confirmation to the idea that
the TET2 mutations can as well be later events in
myeloproliferative disorders.

TET2 mutations in MDS and AML

Based on SNP microarray profiling and genomic sequencing
studies, Langemeijer et al. identified mutations of TET2 in

26% of 102 MDS patients [20], Kosmider et al. in 23% of 96
MDS patients [27]. Therefore, TET2 mutations seem to
account for one of the most frequent molecular markers in
MDS and might even exceed the frequency of the RUNX1
mutations which can be identified in up to 24% of MDS
patients [34]. Whether the presence of the TET2 mutations is
clinically relevant in MDS, has to be further determined.
Preliminary results show that they may be prognostically
favorable in MDS [27].

In s-AML followingMDS, Tefferi et al. found the mutation
in three of seven patients with s-AML [21], and Delhommeau
et al. reported a mutation rate of 24% in 21 s-AML patients
[19]. In de novo AML, Tefferi et al. found one mutated
patient out of five cases analyzed. This patient had acute
promyelocytic leukemia with a t(15;17)/PML-RARA rear-
rangement (fusion of the promyelocytic leukemia and
retinoic acid receptor-alpha genes). Abdel-Wahab et al.
found a mutation rate of 12% of TET2 mutations in 91
patients with AML and described a significant negative
impact on prognosis [26].

In CMML, a 15–22% frequency of TET2 mutations was
described by Tefferi et al. and Delhommeau et al. [19, 21].
Kosmider et al. found an even higher mutation rate of 50%,
having identified the mutations in 44 of 88 patients with the
disease [28] (Table 1). These data suggested that TET2
mutations are especially frequent in this myeloid entity and
allowed to speculate on a specific association of the TET2
gene with regulation of the monocytic lineage. Furthermore,
Kosmider et al. described a significant adverse effect of the
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TET2 mutations on survival in CMML-1 patients (according
to the WHO classification) [3, 28].

TET2 mutations in myeloproliferative neoplasms

Tefferi et al. evaluated 239 patients with different BCR-ABL1
negative MPNs such as PV, ET, PMF, post-polycythemic
myelofibrosis (PMF), or blast phase of MPN by high-
throughput DNA sequence analysis and found an overall
TET2 mutation rate of ∼13%. The frequency of TET2
mutations was significantly higher in patients ≥60 years
with 23% of all cases when compared to only 4% in
younger patients. Mutation rates did not differ signifi-
cantly between the different MPN entities or stages. The
mutations showed occurrence in JAK2V617F positive as
in wild type cases and had no significant influence on
clinical outcomes [30].

Saint-Martin et al. performed investigation in 61 patients
with familial MPNs. They detected TET2 mutations in 7.7%
of patients without hematological complications, which was
significantly lower than the mutation rate in those with
complications (29%). Patients with PMF, post-polycythemic
myelofibrosis, or s-AML showed mutations in 10/12 cases
(83%), which suggested a trend to more advanced stages in
mutation carriers. Distribution and types of the TET2
mutations did not differ from sporadic MPN cases. In this
study, there was no trend to higher age in the TET2 mutated
patients [29].

Investigating 42 patients with systemic mastocytosis
(SM), Tefferi et al. found a 29% TET2 mutation rate.
KITD816V mutations were detected in patients with or
without TET2 mutations [35]. Presence of TET2 mutations
did not affect survival in the SM patients, and the mutation
occurred in both indolent and aggressive cases. In
addition, the authors investigated six patients with chronic
eosinophilic leukemia (CEL) and evidence of a FIP1L1-
PDGFRA rearrangement (fusion of the homologue of FIP1
like 1 (S. cerevisiae) and the platelet-derived growth factor
receptor, alpha polypeptide genes), but found no coinci-
dental TET2 mutation.

Identification of mutations of the CBL gene

The Casitas B-cell lymphoma (CBL) gene on chromosome
11q23.3 contains several functional domains. One of these
domains, the C-terminal domain, gives rise to the Cbl protein
which has ubiquitin ligase activity that targets a variety
of tyrosine kinases for degradation by ubiquitination, i.e.,
meaning the process of attaching ubiquitin monomers to
a protein. Cbl proteins further associate with the
endocytic machinery and thus are important for the
termination of signaling of receptor tyrosine kinases.
Three different homologs in mammalians are known— c-
CBL, CBL-b, and CBL-c which differ in lengths of the C
terminal domains. CBL oncogenes were initially identi-
fied in the murine system. The CBL-70Z mutation which
carries an internal deletion of 167 amino acids was
isolated from the 70Z/3 mouse pre-B-cell lymphoma cell
line [36]. In human leukemia, the CBL gene was
reported to be involved in recurrent translocations
affecting, e.g., the mixed lineage leukemia (MLL) gene
in AML [37–39].

Sargin et al. reported the first human CBL mutation in a
patient with AML—one c-CBL point mutation (CBL-
R420Q) in exon 9 following analysis of 150 patients with
AML [23]. The occurrence of c-CBL mutations in
human leukemia was confirmed by Caligiuri et al. who
identified c-CBL mutations in 4 of 12 AML patients and
demonstrated evidence of a c-CBL splice site mutation

Table 1 Frequency of TET2 mutations in different myeloid entities

Reference Total cases N mutated (%)

De novo AML

Langemeijer et al. [20] 32 6 (19%)

Tefferi et al. [21] 5 1 (20%)

Abdel-Wahab et al. [26] 91 11 (12%)

s-AML

Tefferi et al. [21] 7 3 (43%)

Delhommeau et al. [19] 21 5 (24%)

Couronne et al. [57] 19 (s-AML post MPN) 6 (32%)

MDS

Kosmider et al. [27] 96 22 (23%)

Delhommeau et al. [19] 81 15 (19%)

Langemeijer et al. [20] 102 27 (26%)

CMML

Tefferi et al. [21] 15 3 (20%)

Jankowska et al. [31] 17 6 (35%)

Delhommeau et al. [19] 9 2 (22%)

Kosmider et al. [28] 88 44 (50%)

Abdel-Wahab et al. [26] 69 29 (42%)

Kohlmann et al. [46] 81 41 (51%)

MPNs

Delhommeau et al. [19] 198 24 (12%)

Saint-Martin et al. [29] 61 (familial) 12 (20%)

Tefferi et al. [30] 239 32 (13%)

Abdel-Wahab et al. [26] 354 27 (8%)

SM

Tefferi et al. [35] 42 12 (29%)

AML acute myeloid leukemia, s-AML secondary AML, MDS
myelodysplastic syndrome, CMML chronic myelomonocytic leuke-
mia, MPNs myeloproliferative neoplasms, SM systemic mastocytosis
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with an 18 base pair deletion in the AML cell line MOLM-13
[40].

In vitro experiments confirmed constitutive activation of
the FLT3 pathway by the CBL mutants, and the phenotype
of the altered cells resembled the one of FLT3 mutated
receptor tyrosine kinases [39]. The CBL mutations were
able to inhibit Flt3 internalization and ubiquitination in cell
line experiments as shown by Sargin et al. The mutant Cbl
proteins altered the amplitude and duration of FLT3
depending signaling events [23].

Structure of the CBL mutations

Mutations of the c-CBL gene are localized in the domain
which functions as linker between the tyrosine kinase
binding domain (TKB) and the RING finger domain
(Fig. 2). This linker sequence is essential for the interaction
between both domains and guarantees the negative regulatory
function of CBL [40]. Disruption of this linker sequence
renders CBL unable to degrade receptor tyrosine kinases and
increases proliferation and survival signaling.

Diverse mutation subtypes exist. The R420Q missense
(point) mutation was detected in patients with AML, MDS/
MPN, and CMML [22, 23, 39]. Other missense mutations

were reported to affect cysteine residues of the RING finger
domain [22], but also many other residues in exons 8 and 9
can be affected [41]. Caligiuri et al. described a mutation
affecting proper splicing of exon 8 [40]. Abbas et al.
detected two cases expressing CBL mRNA splice variants
which lacked exon 8. This mutation subtype was similar to
the alteration which had been reported in the MOLM cell
line by Caligiuri et al. [42].

The mutations additionally can affect the related CBL-b
gene as shown by Caligiuri et al. who identified a CBL-b
missense mutation due to change of a glutamate to a
glycine residue [40].

CBL mutations and uniparental disomy

Somatic uniparental disomy (UPD) either results from
mitotic recombination or as an attempt to correct loss of
chromosomal material and can be detected more easily now
using SNP microarray technology. Frequently, areas with
acquired UPD harbor genes which are involved in the
pathogenesis. In a cohort of 301 patients with different
myeloid disorders, Dunbar et al. described the most
frequent loss of heterozygosity (LOH) at 11q in 12 of 301
patients (4.0%), 6 of which had MDS/MPN, CMML, or
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related disorders [22]. All patients harbored UPD11q in the
region of the c-CBL gene. Mutations of the c-CBL gene
were identified in 7 of those 12 patients with UPD in the
chromosome 11q region. This demonstrated the close
association of UPD11q and c-CBL mutations. A SNP
microarray study by Grand et al. in 58 patients with
JAK2V617F negative MPNs demonstrated evidence of
c-CBL mutations in all three cases with acquired UPD11q.
Analysis of 574 additional MPNs including myelofibrosis
and CMML revealed a total of 27 c-CBL mutations in 26
patients which was corresponding to a 4.5% mutation rate
[41]. A significant association of UPD11q and the c-CBL
mutations was further observed in a large study including
222 patients with different myeloid disorders with myelo-
proliferative features (e.g., MDS/MPN overlap, and CMML)
being performed by Sanada et al. There was a high rate
of c-CBL mutations in cases with UPD11q (15/17; 88%),
while only 3 out of 205 cases (1.5%) without UPD11q had
c-CBL mutations (p<0.001) [43].

CBL mutations in AML

In the analysis from Sargin et al., the CBL-R420Q mutation
was detected in 1 of 150 patients with AML (0.7%) [23]. In
the study from Abbas et al. in AML patients, there was a
similar low mutation rate of 0.6% (2/319). As both
identified cases with a c-CBL mutation carried an inv(16)/
CBFB-MYH11 (fusion of the core-binding factor beta
subunit and myosin heavy chain 11 smooth muscle genes),
the authors evaluated another 79 patients with core binding
factor (CBF) leukemias. In this new cohort, they found
three additional c-CBL mutated cases, 2/40 patients with a
t(8;21) (5%) and 1/39 (3%) with an inv(16) [42]. Reindl
et al. identified c-CBL exon 8/9 deletion mutants in 1.1%
of 279 patients with AML/MDS. All patients with CBL
mutants belonged to the CBF and 11q deletion subtypes
[39]. In a series of 37 patients with newly diagnosed inv
(16) AML, we detected a frequency of 16% of CBL
splicing mutations [44]. These reports give further confir-
mation to the assumption of a specific association between
c-CBL mutations and CBF leukemias.

CBL mutations in other myeloid malignancies

Dunbar et al. identified UPD11q in 12/301 patients with
different chronic myeloid disorders (MDS/MPN and
CMML). Of these 12 patients, 7 were found to carry c-CBL
mutations. This resulted in a 2.3% frequency of c-CBL
mutations in these chronic myeloid malignancies [22].
Sanada et al. identified c-CBL mutations in 18/222 patients
with MDS/MPN and CMML [43], which accounted for an

8.1% frequency, and Grand et al. revealed 26 mutated cases
in 574 patients with diverse MPNs, including myelofibrosis
and CMML [41]. This resulted in a 4.5% mutation rate.
Makishima et al. detected CBL mutants in 2 of 38 CMML
cases (5.3%) [45]. In our own series of 81 patients with
CMML, we detectedCBL mutations in a frequency of 24.7%
performing next generation sequencing [46]. Therefore,
although studies in this entity are limited so far, it seems
that the c-CBL mutations might have higher frequencies in
chronic myeloid malignancies when compared to AML
(Table 2).

Attention was focused as well on juvenile myelomonocytic
leukemia (JMML); Muramatsu et al. investigated the
frequency of CBL mutations in a series of 49 children
with this disorder. In a high proportion of patients, they
detected presence of NF1 (neurofibromatosis type 1),
PTPN11 (protein tyrosine phosphatase, nonreceptor type
11), NRAS (neuroblastoma RAS viral (v-ras) oncogene
homolog), and KRAS (v-Ki-ras2 Kirsten rat sarcoma viral
oncogene homolog) mutations, but in 37% of all patients,
they were unable to identify any of the known genetic
lesions. With SNP arrays, they identified somatic UPD of
11q in 4/49 patients who all were found to harbor c-CBL
mutations. Subsequent direct genomic sequencing studies
identified a frequency of 5/49 c-CBL mutants in this cohort
(10.2%) [47]. Similarly, Loh et al. identified c-CBL
mutations in 17% of 159 patients with JMML performing
SNP microarray and sequencing studies. Most of these
mutations involved the codon Y371. Interestingly, there was
no coincidence with the finding of RAS/PTPN11 mutations,
which are also known to be frequent in JMML. Both

Table 2 Frequency of c-CBL mutations in different myeloid
malignancies

Reference Total cases N mutated (%)

AML

Sargin et al. [23] 150 1 (0.7%)

Abbas et al. [42] 319 2 (0.6%)

Reindl et al. [39] 279 3 (1.1%)

Chronic myeloid disorders (MPNs, MDS/MPN, CMML)

Sanada et al. [43] 222 18 (8.1%)

Grand et al. [41] 574 26 (4.5%)

Dunbar et al. [22] 301 7 (2.3%)

Kohlmann et al. [46] 81 20 (24.7%)

Makishima et al. [45] 38 (CMML) 2 (5.3%)

JMML

Loh et al. [48] 159 27 (17%)

Muramatsu et al. [47] 49 5 (10.2%)

AML acute myeloid leukemia, MDS/MPN myelodysplastic syndrome/
myeloproliferative neoplasms overlap category, CMML chronic
myelomonocytic leukemia, JMML juvenile myelomonocytic leukemia
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mutation types seemed to be mutually exclusive. Therefore,
it can be assumed that the components of the RAS signaling
network and CBL mutations do not coexist [48]. In addition,
this study suggested that c-CBL mutations have a higher
frequency in JMML when compared to other so far
investigated myeloid entities.

Conclusion and perspectives

The recent detection of mutations both of the TET2 [19, 20]
and CBL [23, 40] genes in diverse myeloid disorders has
shed new light on the genetic complexity of these
malignancies. The TET2 mutations were detected in
approximately 15% of patients with diverse acute and
chronic myeloid malignancies [19, 49], ranging from de
novo and secondary AML to MDS and CMML/JMML and
were also detected in various MPNs. Even in SM, a
considerable proportion of patients was shown to carry the
mutation [35]. Especially in CMML, the mutation was
observed with high frequency according to a report from
Kosmider et al. who revealed a 50% mutation rate [28].

In the MPNs, the occurrence of the TET2 mutations in
the JAK2V617F-negative as well as in the JAK2-mutated
clones from the same individual suggests that the mutation
is an early event during leukemogenesis [19, 50]. Also, the
mutation had been shown to exist on the hematopoietic
stem cell level. The TET2 mutations were demonstrated to
precede the JAK2 mutations in MPN patients in one study
[19], while others observed occurrence before or after the
JAK2V617F mutation [29]. The occurrence of TET2
mutations thus underlines the genetic complexity of the
MPNs [35]. Observations that the mutation coexists with the
JAK2V617F (in MPNs) or alterations of KIT (in SM) but
does not occur combined with FIP1L1-PDGRFA (in CEL),
suggests that there are specific pathways of interaction [35].

Many questions remain open with respect to this novel
molecular aberration. First, the function of the TET2 gene
still has to be clearly determined [49]. There is no doubt
regarding the association of the respective mutation with
loss of heterozygosity (LOH) of chromosome 4q [51].
Considering that most TET2 mutations are predicted to
truncate the proteins, the mutation could result in partial or
total loss of function of the TET2 proteins [19], which were
suggested to have a role in epigenetic regulation [50, 52].
Also, a tumor suppressor function of the TET2 gene is
being discussed [19]. The broad range of myeloid disorders
linked to the TET2 mutations suggests a pleiotropic role in
myeloid transformation, indicating a genetic link between
these apparently disparate myeloid diseases [49] and an
interaction with other genetic or epigenetic cofactors [21].
Recently, mutations of the additional sex comb-like 1 gene
(ASXL1) were described in 17.5% of selected patients with

AML and were as well suggested to interfere with a
hypothesized tumor suppressor function of the respective
gene [53].

Secondly, the clinical impact of the TET2 mutations still
has to be ascertained for the respective malignant entities.
Thus far, published studies suggested that in different
entities, occurrence of the mutation might have different
influences regarding its clinical importance [26–28].
However, it is too early for definite conclusions with
respect to an influence of the TET2 mutations on future
therapeutic strategies in AML or chronic myeloid malig-
nancies. Considering the diagnostic uncertainty which
frequently remains in cases being suspicious for MDS or
JAK2V617F negative MPN, a potential diagnostic utility
of this molecular marker should be further explored. Finally,
it remains to be clarified whether the TET2 gene has a role in
neoplasms other than myeloid malignancies [26].

Regarding mutations of the CBL gene, low frequencies
of c-CBL and CBL-b mutations were described in human
AML [23, 40]. Previously, it has been demonstrated that
FLT3 overexpression in AML is not necessarily associated
with presence of a FLT3 mutation [9]. Recently, cell line
experiments have clearly shown the inhibition of Flt3
internalization and ubiquitination by CBL mutations [23].
Therefore, mutations in the CBL gene seem to represent a
novel mechanism to explain overexpression of FLT3 in a
subgroup of AML patients, and it was hypothesized that
CBL mutant AML patients might benefit from FLT3 and
PTK inhibitor treatment [39]. Although the number of
studies is still very limited, it seems that the c-CBL
mutations can as well be found in the MPNs and in CMML
with even slightly higher frequency when compared to
AML [41].

It further can be speculated that CBL mutants interfere
not only with FLT3, but also with other receptor tyrosine
kinases: retroviral transduction of primary murine bone
marrow with c-CBL mutants and transplantation into mice
was shown to lead to generalized mastocytosis, myelopro-
liferative disease, and in rare cases to AML in an
experimental study from Bandi et al. [54]. Overexpression
of the CBL mutants inhibited ubiquitination and internali-
zation of the activated KIT receptor. This suggests that
mutations of c-CBL inhibit its negative regulatory function
for KIT [54].

Specific mechanisms of interaction were suggested for the
c-CBL mutations. In AML, Abbas et al. and Reindl et al.
both demonstrated an association of the c-CBL mutations
with the CBF leukemias [39, 42]. In contrast, in JMML, Loh
et al. described mutual exclusiveness of the RAS and CBL
mutations [48]. Definite conclusions regarding the potential
use of c-CBL mutations for the diagnostic work-up of
myeloid malignancies cannot yet be drawn. However, they
might contribute to differential diagnosis in cases with
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monocytosis and suspicion of CMML/JMML, MPN, or the
overlap MDS/MPN category.

In conclusion, the detection of mutations of both the
TET2 and CBL genes highly contributes to a further
understanding of genetic networks and aberrant signaling
in various acute and chronic myeloid malignancies. As
being illustrated by the interactions of CBL mutants and
FLT3 signaling, the identification of such novel targets
might lead to new options of targeted therapy [39]. With the
occurrence of TET2 mutations, a new recurrent molecular
marker has been identified in a considerably high proportion
of MDS patients [20, 27]. This might demonstrate clinical
utility for differential diagnosis in cases being suspicious for
MDS. Both the TET2 and CBL mutations were detected by
applying novel genomic technologies, e.g., SNP micro-
arrays, underlining their potential in the identification of
molecular genetic targets in myeloid malignancies. The
application of massively parallel high-throughput sequencing
[55, 56], so called next-generation sequencing, will further
catalyze these steps aiming to improve diagnosis and therapy
in leukemia.

References

1. Falini B, Mecucci C, Tiacci E, Alcalay M, Rosati R,
Pasqualucci L, La Starza R, Diverio D, Colombo E, Santucci
A, Bigerna B, Pacini R, Pucciarini A, Liso A, Vignetti M, Fazi
P, Meani N, Pettirossi V, Saglio G, Mandelli F, Lo-Coco F,
Pelicci PG, Martelli MF (2005) Cytoplasmic nucleophosmin in
acute myelogenous leukemia with a normal karyotype. N Engl
J Med 352:254–266

2. Pabst T, Mueller BU, Zhang P, Radomska HS, Narravula S,
Schnittger S, Behre G, Hiddemann W, Tenen DG (2001)
Dominant-negative mutations of CEBPA, encoding CCAAT/
enhancer binding protein-alpha (C/EBPalpha), in acute myeloid
leukemia. Nat Genet 27:263–270

3. Swerdlow S, Campo E, Lee Harris N, Jaffe E, Pileri S, Stein H,
Thiele J, Vardiman J (2008) WHO classification of tumours of
haematopoietic and lymphoid tissues, 4th edn. WHO press, Lyon

4. Marcucci G, Radmacher MD, Maharry K, Mrozek K, Ruppert AS,
Paschka P, Vukosavljevic T, Whitman SP, Baldus CD, Langer C,
Liu CG, Carroll AJ, Powell BL, Garzon R, Croce CM, Kolitz JE,
Caligiuri MA, Larson RA, Bloomfield CD (2008) MicroRNA
expression in cytogenetically normal acute myeloid leukemia. N
Engl J Med 358:1919–1928

5. Bloomfield CD, Shuma C, Regal L, Philip PP, Hossfeld DK,
Hagemeijer AM, Garson OM, Peterson BA, Sakurai M, Alimena
G, Berger R, Rowley JD, Ruutu T, Mitelman F, Dewald GW,
Swansbury J (1997) Long-term survival of patients with acute
myeloid leukemia: a third follow-up of the Fourth International
Workshop on Chromosomes in Leukemia. Cancer 80(11
Suppl):2191–2198

6. Swansbury GJ, Lawler SD, Alimena G, Arthur D, Berger R, Van
den Berghe H, Bloomfield CD, de la Chappelle A, Dewald G,
Garson OM (1994) Long-term survival in acute myelogenous
leukemia: a second follow-up of the Fourth International
Workshop on Chromosomes in Leukemia. Cancer Genet Cytogenet
73:1–7

7. Slovak ML, Kopecky KJ, Cassileth PA, Harrington DH, Theil KS,
Mohamed A, Paietta E, Willman CL, Head DR, Rowe JM,
Forman SJ, Appelbaum FR (2000) Karyotypic analysis predicts
outcome of preremission and postremission therapy in adult acute
myeloid leukemia: a Southwest Oncology Group/Eastern
Cooperative Oncology Group Study. Blood 96:4075–4083

8. Schnittger S, Schoch C, Dugas M, Kern W, Staib P, Wuchter C,
Loffler H, Sauerland CM, Serve H, Buchner T, Haferlach T,
Hiddemann W (2002) Analysis of FLT3 length mutations in 1003
patients with acute myeloid leukemia: correlation to cytogenetics,
FAB subtype, and prognosis in the AMLCG study and usefulness
as a marker for the detection of minimal residual disease. Blood
100:59–66

9. Gilliland DG, Griffin JD (2002) The roles of FLT3 in hematopoiesis
and leukemia. Blood 100:1532–1542

10. Christiansen DH, Andersen MK, Pedersen-Bjergaard J (2004)
Mutations of AML1 are common in therapy-related myelodys-
plasia following therapy with alkylating agents and are
significantly associated with deletion or loss of chromosome
arm 7q and with subsequent leukemic transformation. Blood
104:1474–1481

11. Bacher U, Haferlach T, Kern W, Haferlach C, Schnittger S (2007)
A comparative study of molecular mutations in 381 patients with
myelodysplastic syndrome and in 4130 patients with acute
myeloid leukemia. Haematologica 92:744–752

12. Pedersen-Bjergaard J, Andersen MK, Andersen MT, Christiansen
DH (2008) Genetics of therapy-related myelodysplasia and acute
myeloid leukemia. Leukemia 22:240–248

13. Niimi H, Harada H, Harada Y, Ding Y, Imagawa J, Inaba T, Kyo
T, Kimura A (2006) Hyperactivation of the RAS signaling
pathway in myelodysplastic syndrome with AML1/RUNX1 point
mutations. Leukemia 20:635–644

14. Haase D, Germing U, Schanz J, Pfeilstocker M, Nosslinger T,
Hildebrandt B, Kundgen A, Lubbert M, Kunzmann R, Giagounidis
AA, Aul C, Trumper L, Krieger O, Stauder R, Muller TH, Wimazal
F, Valent P, Fonatsch C, Steidl C (2007) New insights into the
prognostic impact of the karyotype in MDS and correlation with
subtypes: evidence from a core dataset of 2124 patients. Blood
110:4385–4395

15. Tefferi A, Lasho TL, Gilliland G (2005) JAK2 mutations in
myeloproliferative disorders. N Engl J Med 353:1416–1417

16. Levine RL, Gilliland DG (2007) JAK-2 mutations and their
relevance to myeloproliferative disease. Curr Opin Hematol
14:43–47

17. Pardanani AD, Levine RL, Lasho T, Pikman Y, Mesa RA,
Wadleigh M, Steensma DP, Elliott MA, Wolanskyj AP, Hogan
WJ, McClure RF, Litzow MR, Gilliland DG, Tefferi A (2006)
MPL515 mutations in myeloproliferative and other myeloid
disorders: a study of 1182 patients. Blood 108:3472–3476

18. Pietra D, Li S, Brisci A, Passamonti F, Rumi E, Theocharides A,
Ferrari M, Gisslinger H, Kralovics R, Cremonesi L, Skoda R,
Cazzola M (2008) Somatic mutations of JAK2 exon 12 in patients
with JAK2 (V617F)-negative myeloproliferative disorders. Blood
111:1686–1689

19. Delhommeau F, Dupont S, Della Valle V, James C, Trannoy S,
Masse A, Kosmider O, Le Couedic JP, Robert F, Alberdi A,
Lecluse Y, Plo I, Dreyfus FJ, Marzac C, Casadevall N, Lacombe
C, Romana SP, Dessen P, Soulier J, Viguie F, Fontenay M,
Vainchenker W, Bernard OA (2009) Mutation in TET2 in myeloid
cancers. N Engl J Med 360:2289–2301

20. Langemeijer SM, Kuiper RP, Berends M, Knops R, Aslanyan
MG, Massop M, Stevens-Linders E, van Hoogen P, van Kessel
AG, Raymakers RA, Kamping EJ, Verhoef GE, Verburgh E,
Hagemeijer A, Vandenberghe P, de Witte T, van der Reijden BA,
Jansen JH (2009) Acquired mutations in TET2 are common in
myelodysplastic syndromes. Nat Genet 41:838–842

650 Ann Hematol (2010) 89:643–652



21. Tefferi A, Lim KH, Abdel-Wahab O, Lasho TL, Patel J, Patnaik
MM, Hanson CA, Pardanani A, Gilliland DG, Levine RL (2009)
Detection of mutant TET2 in myeloid malignancies other than
myeloproliferative neoplasms: CMML, MDS, MDS/MPN and
AML. Leukemia 23:1343–1345

22. Dunbar AJ, Gondek LP, O'Keefe CL, Makishima H, Rataul MS,
Szpurka H, Sekeres MA, Wang XF, McDevitt MA, Maciejewski
JP (2008) 250K single nucleotide polymorphism array karyotyping
identifies acquired uniparental disomy and homozygous mutations,
including novel missense substitutions of c-Cbl, in myeloid
malignancies. Cancer Res 68:10349–10357

23. Sargin B, Choudhary C, Crosetto N, Schmidt MH, Grundler R,
Rensinghoff M, Thiessen C, Tickenbrock L, Schwable J, Brandts
C, August B, Koschmieder S, Bandi SR, Duyster J, Berdel WE,
Muller-Tidow C, Dikic I, Serve H (2007) Flt3-dependent
transformation by inactivating c-Cbl mutations in AML. Blood
110:1004–1012

24. Tefferi A, Pardanani A, Lim KH, bdel-Wahab O, Lasho TL, Patel
J, Gangat N, Finke CM, Schwager S, Mullally A, Li CY, Hanson
CA, Mesa R, Bernard O, Delhommeau F, Vainchenker W,
Gilliland DG, Levine RL (2009) TET2 mutations and their clinical
correlates in polycythemia vera, essential thrombocythemia and
myelofibrosis. Leukemia 23:905–911

25. Lorsbach RB, Moore J, Mathew S, Raimondi SC, Mukatira ST,
Downing JR (2003) TET1, a member of a novel protein family, is
fused to MLL in acute myeloid leukemia containing the t(10;11)
(q22;q23). Leukemia 17:637–641

26. Abdel-Wahab O, Mullally A, Hedvat C, Garcia-Manero G, Patel J,
Wadleigh M, Malinge S, Yao J, Kilpivaara O, Bhat R, Huberman
K, Thomas S, Dolgalev I, Heguy A, Paietta E, Le Beau MM,
Beran M, Tallman MS, Ebert BL, Kantarjian HM, Stone RM,
Gilliland DG, Crispino JD, Levine RL (2009) Genetic character-
ization of TET1, TET2, and TET3 alterations in myeloid
malignancies. Blood 114:144–147

27. Kosmider O, Gelsi-Boyer V, Cheok M, Grabar S, la-Valle V,
Picard F, Viguie F, Quesnel B, Beyne-Rauzy O, Solary E, Vey N,
Hunault-Berger M, Fenaux P, Mansat-De Mas V, Delabesse E,
Guardiola P, Lacombe C, Vainchenker W, Preudhomme C,
Dreyfus F, Bernard OA, Birnbaum D, Fontenay M (2009) TET2
mutation is an independent favorable prognostic factor in
myelodysplastic syndromes (MDS). Blood 114:3285–3291

28. Kosmider O, Gelsi-Boyer V, Ciudad M, Racoeur C, Jooste V, Vey
N, Quesnel B, Fenaux P, Bastie JN, Beyne-Rauzy O, Stamatoulas
A, Dreyfus F, Ifrah N, de Botton S, Vainchenker W, Bernard OA,
Birnbaum D, Fontenay M, Solary E (2009) TET2 gene mutation is
a frequent and adverse event in chronic myelomonocytic
leukemia. Haematologica 94:1676–1681

29. Saint-Martin C, Leroy G, Delhommeau F, Panelatti G, Dupont S,
James C, Plo I, Bordessoule D, Chomienne C, Delannoy A, Devidas
A, Gardembas-PainM, Isnard F, Plumelle Y, Bernard O, Vainchenker
W, Najman A, Bellanne-Chantelot C (2009) Analysis of the ten-
eleven translocation 2 (TET2) gene in familial myeloproliferative
neoplasms. Blood 114:1628–1632

30. Tefferi A, Pardanani A, Lim KH, Abdel-Wahab O, Lasho TL,
Patel J, Gangat N, Finke CM, Schwager S, Mullally A, Li CY,
Hanson CA, Mesa R, Bernard O, Delhommeau F, Vainchenker W,
Gilliland DG, Levine RL (2009) TET2 mutations and their clinical
correlates in polycythemia vera, essential thrombocythemia and
myelofibrosis. Leukemia 23:905–911

31. Jankowska AM, Szpurka H, Tiu RV, Makishima H, Afable M,
Huh J, O'Keefe CL, Ganetzky R, McDevitt MA, Maciejewski JP
(2009) Loss of heterozygosity 4q24 and TET2 mutations
associated with myelodysplastic/myeloproliferative neoplasms.
Blood 113:6403–6410

32. Schaub FX, Looser R, Li S, Hao-Shen H, Lehmann T, Tichelli A,
Skoda RC: Clonal analysis of TET2 and JAK2 mutations suggests

that TET2 can be a late event in the progression of myeloproliferative
neoplasms. Blood; online prepublished, Jan 8, 2010. doi:10.1182/
blood-2009-09-245381

33. Abdel-Wahab O, Manshouri T, Patel J, Harris K, Yao J, Hedvat C,
Heguy A, Bueso-Ramos C, Kantarjian H, Levine RL, Verstovsek
S (2010) Genetic analysis of transforming events that convert
chronic myeloproliferative neoplasms to leukemias. Cancer Res
70:447–452

34. Dicker F, Haferlach C, Kern W, Haferlach T, Schnittger S (2008)
RUNX1 mutations play a major role in the progression of MDS to
s-AML following MDS: a genetic and cytogenetic analysis of
sequential samples. Annual Meeting of the Society of Hematology
Blood 112. abstract #3634

35. Tefferi A, Levine RL, Lim KH, Abdel-Wahab O, Lasho TL, Patel
J, Finke CM, Mullally A, Li CY, Pardanani A, Gilliland DG
(2009) Frequent TET2 mutations in systemic mastocytosis:
clinical, KITD816V and FIP1L1-PDGFRA correlates. Leukemia
23:900–904

36. Andoniou CE, Thien CB, Langdon WY (1994) Tumour induction
by activated abl involves tyrosine phosphorylation of the product
of the cbl oncogene. EMBO J 13:4515–4523

37. Savage PD, Shapiro M, Langdon WY, Geurts van Kessel AD,
Seuanez HN, Akao Y, Croce C, Morse HC III, Kersey JH (1991)
Relationship of the human protooncogene CBL2 on 11q23 to the t
(4;11), t(11;22), and t(11;14) breakpoints. Cytogenet Cell Genet
56:112–115

38. Fu JF, Hsu JJ, Tang TC, Shih LY (2003) Identification of CBL, a
proto-oncogene at 11q23.3, as a novel MLL fusion partner in a
patient with de novo acute myeloid leukemia. Genes Chromosomes
Cancer 37:214–219

39. Reindl C, Quentmeier H, Petropoulos K, Greif PA, Benthaus T,
Argiropoulos B, Mellert G, Vempati S, Duyster J, Buske C,
Bohlander SK, Humphries KR, Hiddemann W, Spiekermann K
(2009) CBL exon 8/9 mutants activate the FLT3 pathway and
cluster in core binding factor/11q deletion acute myeloid
leukemia/myelodysplastic syndrome subtypes. Clin Cancer Res
15:2238–2247

40. Caligiuri MA, Briesewitz R, Yu J, Wang L, Wei M, Arnoczky KJ,
Marburger TB, Wen J, Perrotti D, Bloomfield CD, Whitman SP
(2007) Novel c-CBL and CBL-b ubiquitin ligase mutations in
human acute myeloid leukemia. Blood 110:1022–1024

41. Grand FH, Hidalgo-Curtis CE, Ernst T, Zoi K, Zoi C, McGuire C,
Kreil S, Jones A, Score J, Metzgeroth G, Oscier D, Hall A,
Brandts C, Serve H, Reiter A, Chase AJ, Cross NC (2009)
Frequent CBL mutations associated with 11q acquired uniparental
disomy in myeloproliferative neoplasms. Blood 113:6182–6192

42. Abbas S, Rotmans G, Lowenberg B, Valk PJ (2008) Exon 8 splice
site mutations in the gene encoding the E3-ligase CBL are
associated with core binding factor acute myeloid leukemias.
Haematologica 93:1595–1597

43. Sanada M, Suzuki T, Shih LY, Otsu M, Kato M, Yamazaki S,
Tamura A, Honda H, Sakata-Yanagimoto M, Kumano K, Oda
H, Yamagata T, Takita J, Gotoh N, Nakazaki K, Kawamata N,
Onodera M, Nobuyoshi M, Hayashi Y, Harada H, Kurokawa M,
Chiba S,Mori H, Ozawa K, OmineM, Hirai H, Nakauchi H, Koeffler
HP, Ogawa S (2009) Gain-of-function of mutated C-CBL tumour
suppressor in myeloid neoplasms. Nature 460:904–908

44. Haferlach C, Dicker F, Kohlmann A, Schindela S, Weiss T, Kern
W, Schnittger S, Haferlach T (2010) AML with CBFB-MYH11
rearrangement is characterized by RAS pathway alterations in
92% of cases and demonstrates a high frequency of NF1 deletions.
Leukemia, in press

45. Makishima H, Cazzolli H, Szpurka H, Dunbar A, Tiu R, Huh J,
Muramatsu H, O'Keefe C, Hsi E, Paquette RL, Kojima S, List AF,
Sekeres MA, McDevitt MA, Maciejewski JP (2009) Mutations of
e3 ubiquitin ligase cbl family members constitute a novel common

Ann Hematol (2010) 89:643–652 651

http://dx.doi.org/10.1182/blood-2009-09-245381
http://dx.doi.org/10.1182/blood-2009-09-245381


pathogenic lesion in myeloid malignancies. J Clin Oncol 27:6109–
6116

46. Kohlmann A, Grossmann V, Haferlach C, Kazak B, Schindela
S, Klein H-U, Weiss T, Dicker F, Schnittger S, Dugas M, Kern
W, Haferlach T (2009) Next-generation sequencing technology
reveals a characteristic pattern of molecular mutations in 75%
of chronic myelomonocytic leukemia (CMML) by detecting
frequent alterations in TET2, RUNX1, CBL, and RAS. Annual
Meeting of the American Society of Hematology. Blood 114.
abstract #417

47. Muramatsu H,MakishimaH, Jankowska AM, Cazzolli H, O'Keefe C,
Yoshida N, Xu Y, Nishio N, Hama A, Yagasaki H, Takahashi Y,
Kato K, Manabe A, Kojima S, Maciejewski JP. Mutations of E3
ubiquitin ligase Cbl family members but not TET2 mutations are
pathogenic in juvenile myelomonocytic leukemia. Blood, online
prepublished, Dec 11, 2009. doi:10.1182/blood-2009-06-226340

48. Loh ML, Sakai DS, Flotho C, Kang M, Fliegauf M, Archambeault
S, Mullighan CG, Chen L, Bergstraesser E, Bueso-Ramos CE,
Emanuel PD, Hasle H, Issa JP, van den Heuvel-Eibrink MM,
Locatelli F, Stary J, Trebo M, Wlodarski M, Zecca M, Shannon
KM, Niemeyer CM (2009) Mutations in CBL occur frequently in
juvenile myelomonocytic leukemia. Blood 114:1859–1863

49. Levine RL, Carroll M (2009) A common genetic mechanism in
malignant bone marrow diseases. N Engl J Med 360:2355–2357

50. Mullighan CG (2009) TET2 mutations in myelodysplasia and
myeloid malignancies. Nat Genet 41:766–767

51. Mohamedali AM, Smith AE, Gaken J, Lea NC, Mian SA,
Westwood NB, Strupp C, Gattermann N, Germing U, Mufti GJ
(2009) Novel TET2 mutations associated with UPD4q24 in
myelodysplastic syndrome. J Clin Oncol 27:4002–4006

52. Tahiliani M, Koh KP, Shen Y, Pastor WA, Bandukwala H, Brudno
Y, Agarwal S, Lyer LM, Liu DR, Aravind L, Rao A (2009)
Conversion of 5-methylcytosine to 5-hydroxymethylcytosine in
mammalian DNA by MLL partner TET1. Science 324:930–935

53. Carbuccia N, Trouplin V, Gelsi-Boyer V, Murati A, Rocquain J,
Adelaide J, Olschwang S, Xerri L, Vey N, Chaffanet M, Birnbaum
D, Mozziconacci MJ. Mutual exclusion of ASXL1 and NPM1
mutations in a series of acute myeloid leukemias. Leukemia,
online prepublished, Oct 29, 2009. doi: 10.1038/leu.2009.218

54. Bandi SR, Brandts C, Rensinghoff M, Grundler R, Tickenbrock L,
Kohler G, Duyster J, Berdel WE, Muller-Tidow C, Serve H,
Sargin B (2009) E3 ligase-defective Cbl mutants lead to a
generalized mastocytosis and a myeloproliferative disease. Blood
114:14197–14208

55. Tyner JW, Erickson H, Deininger MW, Willis SG, Eide CA,
Levine RL, Heinrich MC, Gattermann N, Gilliland DG, Druker
BJ, Loriaux MM (2009) High-throughput sequencing screen
reveals novel, transforming RAS mutations in myeloid leukemia
patients. Blood 113:1749–1755

56. Loriaux MM, Levine RL, Tyner JW, Frohling S, Scholl C,
Stoffregen EP, Wernig G, Erickson H, Eide CA, Berger R,
Bernard OA, Griffin JD, Stone RM, Lee B, Meyerson M, Heinrich
MC, Deininger MW, Gilliland DG, Druker BJ (2008) High-
throughput sequence analysis of the tyrosine kinome in acute
myeloid leukemia. Blood 111:4788–4796

57. Couronne L, Lippert E, Andrieux J, Kosmider O, Radford-Weiss
I, Penther D, Dastugue N, Mugneret F, Lafage M, Gachard N,
Nadal N, Bernard OA, Nguyen-Khac F (2010) Analyses of TET2
mutations in post-myeloproliferative neoplasm acute myeloid
leukemias. Leukemia 24:201–203

652 Ann Hematol (2010) 89:643–652

http://dx.doi.org/10.1182/blood-2009-06-226340
http://dx.doi.org/10.1038/leu.2009.218

	Mutations of the TET2 and CBL genes: novel molecular markers in myeloid malignancies
	Abstract
	Introduction
	Identification of mutations in the TET2 gene
	Pattern of the TET2 mutations
	TET2 mutations in MDS and AML
	TET2 mutations in myeloproliferative neoplasms
	Identification of mutations of the CBL gene
	Structure of the CBL mutations
	CBL mutations and uniparental disomy
	CBL mutations in AML
	CBL mutations in other myeloid malignancies
	Conclusion and perspectives
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated v2 300% \050ECI\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 1.30
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 1.30
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 600
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e5c4f5e55663e793a3001901a8fc775355b5090ae4ef653d190014ee553ca901a8fc756e072797f5153d15e03300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc87a25e55986f793a3001901a904e96fb5b5090f54ef650b390014ee553ca57287db2969b7db28def4e0a767c5e03300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020d654ba740020d45cc2dc002c0020c804c7900020ba54c77c002c0020c778d130b137c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor weergave op een beeldscherm, e-mail en internet. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents best suited for on-screen display, e-mail, and the Internet.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
    /DEU <FEFF004a006f0062006f007000740069006f006e007300200066006f00720020004100630072006f006200610074002000440069007300740069006c006c0065007200200037000d00500072006f006400750063006500730020005000440046002000660069006c0065007300200077006800690063006800200061007200650020007500730065006400200066006f00720020006f006e006c0069006e0065002e000d0028006300290020003200300031003000200053007000720069006e006700650072002d005600650072006c0061006700200047006d006200480020>
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToRGB
      /DestinationProfileName (sRGB IEC61966-2.1)
      /DestinationProfileSelector /UseName
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing false
      /UntaggedCMYKHandling /UseDocumentProfile
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.276 841.890]
>> setpagedevice


