
Abstract. Background/Aim: Recently, we reported a myoid
hamartoma carrying a t(5;12)(p13;q14) karyotypic aberration
leading to fusion of the high-mobility group AT-hook 2
(HMGA2) gene with a sequence from chromosome sub-band
5p13.2. We describe here another benign myoid tumor of the
breast with identical genetic aberrations. Materials and
Methods: A mammary leiomyomatous tumor found in a 45-
year-old woman was studied using cytogenetics, fluorescence
in situ hybridization, RNA sequencing, reverse transcription-
polymerase chain reaction and Sanger sequencing. Results:
The karyotype of the tumor cells was 46,XX,t(5;12)
(p13;q14)[14]. Fluorescence in situ hybridization showed
rearrangement of HMGA2, RNA sequencing detected fusion
of HMGA2 with a sequence from 5p13.2, whereupon reverse
transcription-polymerase chain reaction together with Sanger
sequencing verified the HMGA2-fusion transcript. The results
were identical to those obtained by us previously in a myoid
hamartoma of the breast. Conclusion: The translocation
t(5;12)(p13;q14) and fusion of HMGA2 with sequences from

sub-band 5p13.2 appear to be recurrent events in benign
mammary myoid neoplasms. 

Hamartomas (from Greek hamartia, meaning error, mistake,
fault, failure, defect) are benign malformation-type tumors
that may be found in almost any part of the body (1, 2). They
were first described by the German pathologist Eugen
Albrecht in 1904 who defined them as “tumor-like
formations in which we can demonstrate abnormal mixture
of normal components of the organ in which they occur
either by amount, structure, degree of maturity, or all three
together” (3). He also assumed that “the formation of these
above growths took place by abnormal mixing or
fundamental disturbance in the course of development” (3).

In 1971, Arrigoni and co-workers used the term mammary
hamartoma to describe a well-circumscribed breast lesion
with varying amounts of benign epithelial elements, fibrous
tissue, and fat (4). Two years later, Davies and Riddell
described myoid (muscular) hamartoma of the breast as a
subtype of breast hamartomas characterized by the additional
presence of smooth muscle cells (5).

Judging by the publication record, myoid hamartomas of
the breast are very rare benign lesions, most of which have
been reported as single cases (6-25). The differential
diagnosis of myoid hamartoma includes various tumor-like
lesions showing smooth muscle differentiation and spindle-
cell tumors including fibroadenoma, myofibroblastoma,
leiomyoma, and leiomyosarcoma (6-25).

Differential diagnosis of the many phenotypically
somewhat variable benign myoid lesions that can be found
in the breast is not always possible nor is it necessarily
clinically relevant (21, 22, 25). Nevertheless, a general
histological description of myoid hamartoma of the breast is
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that the prominent smooth muscle component is mixed with
other breast elements such as adipose tissue, fibrous stroma,
and glandular tissue (22, 25). 

Recently, our group reported the first genetically analyzed
myoid hamartoma of the breast (23). The lesion had a
t(5;12)(p13;q14) translocation as the sole karyotypic
aberration. Using fluorescence in situ hybridization (FISH),
RNA sequencing, reverse transcription-polymerase chain
reaction (RT-PCR), and Sanger sequencing methodologies,
we demonstrated that the molecular consequence of the
translocation was fusion of the high-mobility group AT-hook
2 (HMGA2) gene from 12q14 with a sequence from
chromosome sub-band 5p13.2. The data indicated that myoid
hamartoma is a true neoplasm resulting from a mutated
mesenchymal stem cell capable of differentiating into
smooth muscle cells (23).

We now report the genetic characterization of a
leiomyomatous tumor of the breast without evidence of
malignancy. We used the above-mentioned methodologies to
show that the tumor had an identical genetic profile to that
found in the previously examined myoid breast hamartoma. We
conclude that a chromosomal translocation t(5;12)(p13;q14)
resulting in fusion of HMGA2 with sequence of chromosome
sub-band 5p13.2 is a recurrent genetic event in benign myoid
neoplasms of the breast. 

Materials and Methods

Ethics statement. The study was approved by the Regional Ethics
Committee (Regional komité for medisinsk forskningsetikk Sør-Øst,
Norge, http://helseforskning.etikkom.no). Written informed consent
was obtained from the patient to publication of the case details. The
Ethics Committee’s approval included a review of the consent
procedure. All patient information has been de-identified.

Tumor description. The surgical specimen was from the left breast
of a 45-year-old woman. The tumor measured 22×15×20 mm. Its
cut surface was white with a whirling pattern and firm texture
(Figure 1A). The tumor was well demarcated from the surrounding
tissue. Representative areas were selected for further
histopathological and cytogenetic analysis. Microscopically, the
tumor was composed of bundles of spindle cells without atypia
(Figure 1B-D). No infiltration was seen at tumor margins, nor were
mitotic activity or necrotic areas found. The tumor cells were
positive for smooth muscle actin (Figure 1E), caldesmon (Figure
1F), desmin (Figure 1G), estrogen receptor and progesterone
receptor. Staining for cytokeratins and S-100 were negative. Based
on these findings, the final pathology report concluded that the
tumor was leiomyomatous without any evidence of malignancy.

G-Banding and karyotyping. A part of the resected specimen was
received and processed for cytogenetic analysis as previously described
(23). The tumor was minced with scalpels into 1-2 mm fragments and
then enzymatically disaggregated with collagenase II (Worthington,
Freehold, NJ, USA). Dividing cells were cultured, harvested, and
examined cytogenetically. For G-banding of chromosome preparations,

Wright’s stain (Sigma-Aldrich; St Louis, MO, USA) was used.
Metaphases were analyzed and karyograms prepared using the
CytoVision computer-assisted karyotyping system (Leica
Biosystems, Newcastle upon Tyne, UK). The karyotypes were
described according to the International System for Human
Cytogenomic Nomenclature (26).

FISH. FISH analysis was performed on both metaphase plates and
interphase nuclei using an in-house prepared HMGA2 break-apart
probe. The probe was made from commercially available bacterial
artificial chromosomes (BAC) purchased from the BACPAC
Resource Center operated by BACPAC Genomics, Emeryville, CA,
USA (https://bacpacresources.org/) (Table I). The FISH probes were
prepared from bacteriophage Phi29 DNA polymerase-amplified
BAC DNAs using previously described methodology (27) and kits
for DNA isolation, amplification, labelling, and hybridization
according to the manufacturers’ recommendations. In brief, single
isolated bacterial colonies were grown in 5 ml culture overnight and
BAC DNA was purified from them using High Pure Plasmid
Isolation Kit (Roche Diagnostics, Mannheim, Germany). Following
purification, BAC DNAs were isothermally amplified with Phi29
DNA polymerase using a GenomiPhi V2 DNA Amplification Kit
(Cytiva, Marlborough, MA, USA). Finally, amplified BAC DNAs
were labelled and hybridized using a nick translation kit (Abbott
Molecular, Des Plaines, IL, USA). 

All the BAC clones map to chromosome sub-band 12q14.3 and
cover the HMGA2 locus (Table I). The proximal to centromere part
of the probe was constructed from a pool of clones RP11-185K16,
RP11-30I11, and RP11-662G15 and labelled with Texas Red-5-dCTP
(PerkinElmer, Boston, MA, USA) to obtain a red signal. The distal
to centromere part of the probe was constructed from a pool of
clones RP11-118B13, RP11-745O10, and RP11-263A04 and labelled
with fluorescein-12-dCTP (PerkinElmer) to obtain a green signal.
Chromosome preparations were counterstained with 0.2 μg/ml 4’,6-
diamidino-2-phenylindole and overlaid with a 24×50 mm2 coverslip.
Fluorescent signals were captured and analyzed using the CytoVision
system (Leica Biosystems).

RNA sequencing. Total RNA was extracted using miRNeasy Mini
Kit (Qiagen, Hilden, Germany) from a frozen (−80˚C) part of the
tumor specimen adjacent to where material had been taken for
cytogenetic analysis and histological examination. Two hundred
nanograms of total RNA was sent to the Genomics Core Facility at
the Norwegian Radium Hospital, Oslo University Hospital, for high-
throughput paired-end RNA-sequencing and a total of 185×106 101-
bp-length-reads were obtained. FASTQC software was used for
quality control of the raw sequence data (available online at:
http://www.bioinformatics.babraham.ac.uk/projects/fastqc/). The
software deFuse was used for detection of possible HMGA2 fusion
transcripts (28).

RT-PCR and Sanger sequencing analyses. In order to confirm the
existence of an HMGA2 fusion with sequences from chromosome
band 5p13, RT-PCR and Sanger sequencing analyses were
performed. cDNA was synthesized from 1 μg of total RNA in a 20
μl reaction volume using iScript Advanced cDNA Synthesis Kit for
RT-qPCR according to the manufacturer’s instructions (Bio-Rad,
Hercules, CA, USA). Then cDNA corresponding to 20 ng total
RNA was used as template in a 25-μl reaction volume PCR assay
containing 12.5 μl Premix Ex Taq™ DNA Polymerase Hot Start
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Figure 1. Pathological examination of the mammary leiomyomatous tumor. A: Macroscopic image of the tumor with surrounding tissue. B:
Hematoxylin and eosin (H&E)-stained section showing a well-demarcated tumor (lower part) facing normal breast tissue, ×20. C: H&E-stained
section showing bundles of smooth muscle without atypia against a collagen-rich background, ×40. D: The H&E-stained section of C shown at
higher magnification ×200. E: Immunohistochemical staining for smooth muscle actin, highlighting smooth muscle cells, ×40. F:
Immunohistochemical staining for caldesmon, ×100. G: Immunohistochemical staining with desmin, ×100.



Version (Takara Bio Europe/SAS, Saint-Germain-en-Laye, France)
and 0.4 μM of each of the forward and reverse primers. The primers
used were the same as those in our previous study of myoid
hamartoma of the breast (23), namely a forward primer HMGA2-
929F1: ACCGGTGAGCCCTCTCCTAAGAG (reference sequence:
NM_003483.4, position: 929-951) and a reverse primer 5p13R:
GAAATGGGTCAGGCCTATCAGCA (reference sequence:
AC027347.5, position: 115124-115102). As a positive control for
PCR amplification, synthesized cDNA from the previously
published case of myoid hamartoma was used (23). 

A C-1000 Thermal cycler (Bio-Rad) was used for PCR
amplification. The cycling profile was 30 s at 94˚C followed by 35
cycles of 7 s at 98˚C, 30 s at 60˚C, 30 s at 72˚C, and a final extension
step for 5 min at 72˚C. Three microliters of the PCR products were
stained with GelRed (Biotium, Fremont, CA, USA), analyzed by
electrophoresis through 1.0 % agarose gel, and photographed. The
remaining PCR products were purified using a MinElute PCR
Purification Kit (Qiagen) and Sanger-sequenced with the dideoxy
procedure using a BigDye Direct Cycle Sequencing Kit following the
company’s recommendations (ThermoFisher Scientific, Waltham, MA,
USA). The primers used for sequencing were the same as above
containing M13 forward and M13 reverse primer sequences at their
5´-end: M13-forward-HMGA2-929F1: TGTAAAACGACGGCCAGT-
ACCGGTGAGCCCTCTCCTAAGAG and M13-reverse-5p13R:
CAGGAAACAGCTATGACC-GAAATGGGTCAGGCCTATC
AGCA. Sequencing was run on an Applied Biosystems SeqStudio
Genetic Analyzer system (ThermoFisher Scientific).

The Basic Local Alignment Search Tool (BLAST) was used to
compare the sequences obtained by Sanger sequencing with
reference sequences NM_003483.4 (HMGA2) and AC027347.5
(sub-band 5p13.2) (29). The BLAST-like alignment tool (BLAT)
and the human genome browser were also used to map the
sequences on the Human GRCh37/hg19 assembly (30).

Results

The G-banding analysis revealed a sole balanced
chromosomal translocation in all examined metaphases,
yielding the karyotype 46,XX,t(5;12)(p13;q14)[14] (Figure
2A). FISH analysis of metaphase spreads showed
rearrangement of the HMGA2 locus, indicating a genomic

breakpoint within the HMGA2 gene: The distal part of the
HMGA2 probe hybridized to the p13 band of the der(5),
whereas the proximal part of the probe hybridized to the q14
band of the der(12) (Figure 2B). FISH analysis of interphase
nuclei showed two yellow signals in four nuclei (normal
HMGA2) whereas one yellow, one red and one green signals
(corresponding to splitting of the HMGA2 probe) were seen
in 96 nuclei out of 100 examined nuclei (data not shown).

Analysis of the fastq files of the RNA sequencing data
using the software package deFuse detected an HMGA2
chimeric transcript in which exon 3 of HMGA2 (nt 1060 in
reference sequence with accession number NM_003483.4)
was fused with an intragenic sequence from chromosome band
5p13.2 (Figure 3A), position chr5:35,321,780-35,322,072 in
GRCh37/hg19 assembly (Figure 3B and C). It mapped
approximately 232 kbp upstream from the 5´-end region of the
gene that encodes prolactin receptor (PRLR) and 296 kbp
upstream of the sperm flagellar protein 2 (SPEF2) gene
(Figure 3B and C). RT-PCR with the primer combination
HMGA2-929F1/5p13R amplified a 349-bp cDNA fragment
(Figure 3D). Direct sequencing of the PCR fragment showed
that it was a HMGA2-chimeric cDNA fragment (Figure 3E).

The HMGA2 fusion transcript found in the present tumor
was identical to that we previously reported in a myoid
hamartoma of the breast carrying a similar-looking
t(5;12)(p13;q14) chromosomal translocation (23). It was
predicted to code for a putative peptide containing amino acid
residues 1-83 of HMGA2 protein (accession number
NP_003474.1), corresponding to exons 1-3 of the gene, and
nine amino acid residues from the sequence from chromosome
band 5p13 (ValHisSerThrGlyGluLysGlnSer) (Figure 3E).

Discussion

The present case of leiomyomatous tumor, apart from the
identical genetic aberrations, had the same morphology and
histology as the myoid hamartoma previously reported by
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Table I. Bacterial artificial chromosomes (BAC) probes used for fluorescence in situ hybridization experiments in order to detect rearrangement of
high-mobility group AT-hook 2 (HMGA2) gene. The position of HMGA2 (NM_003483.6) is also given. 

BAC clone                                     Accession                                  Chr                      Position on GRCh38/                                      Labeling
                                                         number                                mapping                        hg38 assembly

RP11-185K16               AQ418927.1 and AQ418930.1              12q14.3              Chr12:65427017-65594623                    Texas Red-5-dCTP (Red)
RP11-30I11                        B87811.1 and B87812.1                  12q14.3              Chr12:65498459-65669659                    Texas Red-5-dCTP (Red)
RP11-662 G15                  AQ411650 and AQ411760                 12q14.3              Chr12:65608717-65818177                    Texas Red-5-dCTP (Red)
                                                    NM_003483.6                           12q14.3              Chr12:65824483-65966291                                         
RP11-118B13                  AQ347872.1, AQ347869.1,                12q14.3              Chr12:65964922-66109206                Fluorescein-12-dCTP (Green)
                                                  and AC135255.2
RP11-745O10                             AC078927.20                            12q14.3              Chr12:66083023-66208799                Fluorescein-12-dCTP (Green)
RP11-263A04                              AC025603.1                             12q14.3              Chr12:66246378-66412442                Fluorescein-12-dCTP (Green)

Chr: Chromosome.
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Figure 2. G-Banding and fluorescence in situ hybridization (FISH) analyses of the mammary leiomyomatous tumor. A: Karyogram showing two
abnormal chromosomes, der(5)t(5;12)(p13;q14) and der(12)t(5;12)(p13;q14). Breakpoint positions are indicated by arrows. B: FISH on a metaphase
spread with the high-mobility group AT-hook 2 (HMGA2) break-apart probe showing a yellow normal signal on chromosome 12, a red signal on
der(12), and a green signal on der(5), suggesting rearrangement of the HMGA2 gene.
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Figure 3. Molecular genetic examination of the mammary leiomyomatous tumor. A: The high-mobility group AT-hook 2 (HMGA2) fusion sequence
was obtained from raw RNA sequencing data using the deFuse software package. The G|G junction of HMGA2 with a sequence from chromosome
sub-band 5p13.2 is highlighted in red. The position of the forward HMGA2-929F1 and reverse 5p13R primers are highlighted in green. B: Ideogram
of chromosome 5 showing the position of the sequence of myoid hamartoma found by RNA sequencing/deFuse software to have fused with exon 3
of HMGA2, together with the prolactin receptor (PRLR) and sperm flagellar 2 (SPEF2) genes in sub-band 5p13.2 (red box). C: Diagram showing
the 768-kbp region of the sub-band 5p13.2 which contained the sequence of myoid hamartoma, PRLR, and SPEF2 together with their genomic
positions on the GRCh37/hg19 assembly. D: Gel electrophoresis showing the amplified cDNA fragment using the forward primer HMGA2-929F1
and the reverse 5p13R. M: 1-kb DNA ladder (GeneRuler, ThermoFisher Scientific). L1: The fragment from the positive control (previously published
myoid hamartoma). L2: The fragment from the present myoid hamartoma of the breast. BL: Blank, water as template in the polymerase chain
reaction. E: Partial sequence chromatograms of the cDNA amplified fragment showing the junction position of HMGA2 and the sequence from
chromosome sub-band 5p13.2 (vertical dotted line) together with part of the coding peptide. ***Denotes stop of translation. 



our group (23). In order to make diagnosis of the current
lesion, as well as our previously reported case, both myoid
hamartoma and leiomyoma were considered. 

Leiomyomas are common in some organs, primarily the
uterus, but rare in the breast. They may be found either in the
nipple-areola complex or in the mammary parenchyma (31-
38). Leiomyomas in the former location were first described
by Virchow in 1854 and, since then, 50-60 cases have been
reported (36, 37). Leiomyomas of mammary parenchyma
were first described by Strong in 1913, and approximately 30
cases have since been reported (31, 32, 35, 39), one of them
in a male patient (40). Whereas leiomyomas in the nipple-
areola complex are thought to arise from the dartoic muscles
of the nipple (36, 37), the histogenesis and origin of other
breast leiomyomas remains unclear [see (31, 39, 41) and
references therein]. Histologically, breast leiomyomas
resemble their counterparts in the uterus inasmuch as they are
composed of well-circumscribed proliferations of bland
smooth muscle cells arranged in tightly intersecting fascicles
(22). Breast leiomyoma cells stain positively with antibodies
to desmin and smooth muscle actin, which are specific
markers of smooth-muscle differentiation (36, 37).
Cytoplasmic immunoreactivity for caldesmon was also
reported, adding further support to the assumption that the
tumors originate from immature smooth muscle cells (34, 38). 

The diagnosis of breast leiomyomas was suggested to be
restricted to lesions exclusively composed of smooth muscle
cells (11, 42). However, as pointed out by D’Alfonso and co-
workers, who undertook an in-depth review of the relevant
literature (21), many of the reported cases “lacked thorough
microscopic descriptions and/or informative histologic
images”, making meaningful assessment of published data
problematic. They further noted that many reports “show a
high magnification of lesional cells, but the incorporation of
adipocytes or normal breast glandular tissue within these
tumors is not clearly addressed in almost all reports
reviewed”. In one tumor which was presented as a
parenchymal leiomyoma, the attached low-magnification
image of the tumor showed the presence of both adipose and
breast glandular tissue (21, 43). They therefore concluded that
at least some reported ‘parenchymal leiomyomas’ “would be
better classified as myofibroblastomas with leiomyomatous
differentiation or myoid hamartomas”. Of relevance in the
context of this differential diagnostic, Tamir and co-workers
pointed out that “Breast leiomyomas are referred to as myoid
hamartomas in some textbooks of pathology” (41). It seems
fair to conclude that at least some degree of phenotypic
uncertainty (or even confusion) exists with regard to how
leiomyomatous breast tumors should best be classified.

The general histological description of myoid hamartomas
of the breast maintains that in this tumor, the smooth muscle
component is mixed with other elements such as adipose
tissue, fibrous stroma, and glandular tissues (22, 25).

Although the presence of both adipose tissue and sclerosing
adenosis is considered to be diagnostically important (21),
myoid hamartomas with only one of these two features have
been reported (7, 11). The immunohistochemical profile of
myoid hamartoma is similar to that of leiomyoma. They stain
positively for specific markers of smooth-muscle
differentiation such as smooth muscle actin, vimentin,
desmin, and caldesmon (15, 18, 22, 24, 25), and they are also
positive for estrogen and progesterone receptors (15, 18, 22,
24, 25). A similar positivity for estrogen receptors and
progesterone receptors has also been found in retroperitoneal-
abdominal cavity leiomyomas (44, 45), uterine leiomyomas
(46-49), and most breast hamartomas (50, 51).

The smooth muscle component of myoid hamartomas is
intriguing because, apart from the erector muscle of the
nipple and the vessels, smooth muscle cells are generally
absent from normal mammary stroma (13, 21). Thus, in
myoid hamartomas, the smooth muscle tumor component
was suggested to originate from the myoepithelium through
a metaplastic process, or from stromal myofibroblasts, from
the walls of local vessels, or from a stem cell capable of
multidirectional differentiation (5, 6, 8, 11, 13, 18, 21, 25,
52). In the third and fourth editions of Rosen’s Breast
Pathology textbook, the authors treat hamartoma and myoid
hamartoma as two different lesions, writing about the latter
that “Regrettably, the designation of these tumors as
hamartomas is now well entrenched in the literature”,
signaling the opinion that myoid hamartomas may not be
true hamartomas (42, 53).

When we consider our genetic findings on the two
examined myoid tumors, the present case and the one
described previously (23), against the background of the
above-mentioned considerations, we see the collected
evidence pointing towards the following conclusions: Firstly,
the term ‘hamartoma’ is inappropriate for these two tumors.
They both carried acquired changes of their genomes,
testifying to the fact that they represent genuine neoplasms,
not malformations. Regardless of what they are
phenotypically called, they were cytogenetically
characterized by a translocation t(5;12)(p13;q14) found to
result in generation of a chimeric HMGA2-transcript in
which exon 3 of HMGA2 fuses to an intergenic sequence
from 5p13.2. The putative translated HMGA2 peptide would
contain the first 83 HMGA2 amino acid residues encoding
the AT-hook domains (exons 1-3 of HMGA2), which bind to
the minor groove of adenine-thymine-rich DNA, and nine
amino acid residues (ValHisSerThrGlyGluLysGlnSer) from
the sequence from the chromosome sub-band 5p13.2.

Secondly, these breast tumors had extensive histological,
immunohistological, and genetic similarities to leiomyomas of
the breast or, for that matter, of other tissues and organs. Small
phenotypic differences such as “exclusively composed of
smooth muscle cells” should not be seen as an adequate

Panagopoulos et al: t(5;12)(p13;q14) and Fusion of HMGA2With Intergenic 5p13.2 Sequences in Benign Mammary Myoid Neoplasms

451



criterion to define breast leiomyomas and myoid hamartoma
as distinct types of neoplasia. Thirdly, the smooth muscle cells
probably originate from mesenchymal stem cells capable for
osteogenic, chondrogenic, adipogenic, and myogenic
differentiation (54). Adipose-derived mesenchymal stem cells
(ADSCs) have been isolated from breast tissue (55-57).
ADSCs from various sources, including breast tissue, were
shown to differentiate in vitro into adipogenic, chondrogenic,
myogenic, and osteogenic cells when subjected to culture
conditions known to facilitate growth along these respective
axes of development (55, 58-60). Thus, the smooth muscle
components together with chondroid differentiation found in
myoid hamartomas of breast with chondroid metaplasia (14,
18, 20) might be explained by differentiation of ADSCs into
myogenic and chondrogenic cells. 

The pattern of acquired genetic aberrations seen in this tumor
and the previous one (23) is in one sense unique inasmuch as
t(5;12)(p13;q14) has not been described in leiomyomas before
(61). At the same time, however, it nevertheless involves the
same pathogenetic theme that is so commonly operative in
many other benign connective tissue tumors, not least
leiomyomas, inasmuch as HMGA2 was found to be rearranged.
Typically, a translocation-mediated disruption of the HMGA2
locus separates exons 1-3 or 1-4, coding the three AT-hook
DNA binding domains, from the 3´-untranslated region of the
gene which normally regulates HMGA2 transcription (62-66).
The importance of a truncated form of HMGA2 in neoplastic
transformation is also underpinned by results obtained in vitro
(67-72). Thus, a truncated form of HMGA2 protein carrying
only the three AT-hook DNA-binding domains transformed
mouse embryonic fibroblasts (NIH3T3 cells) (67).
Overexpression of the truncated form of HMGA2 in human
myometrial cells resulted in the formation of leiomyoma-like
tissue (73). A synthetic peptide comprising the AT-hook motifs
of the HMGA2 protein promoted in vitro proliferation of
porcine hyaline cartilage chondrocytes (71). In transgenic mice,
expression of the truncated form of HMGA2 under control of
the H2-K1 promoter (official name histocompatibility 2, K1, K
region) resulted in development of lipomas (68). In another
model, expression of full-length HMGA2 under the control of
the powerful cytomegalovirus promoter led to the development
of mixed growth hormone/prolactin cell pituitary adenomas
(69). In yet another model, expression of truncated human
HMGA2 transcripts in transgenic mice under transcriptional
control of the promoter of murine fatty acid-binding protein 4
gene resulted in the development of several neoplasms,
including fibroadenomas of the breast and salivary gland
adenomas (70). Finally, in knockout mice, HMGA2 was found
to regulate insulin-like growth factor 2 mRNA-binding protein
2 and be a key regulator of myoblast proliferation and
myogenesis (72). Hmga2 knockout mice had reduced myoblast
proliferation and deficient muscle growth, whereas
overexpression of Hmga2 promoted myoblast growth (72). 

Previous cytogenetic information on mammary hamartomas
is restricted to only four cases (74-76). Dietrich and co-
workers (74) reported the cytogenetic analysis of two breast
hamartomas (referred to as adenolipomas in their study), one
with the karyotype, 47,XX,+del(1)(p22), the second with
46,XX,t(12;16)(q15;q24) (74). By culturing mesenchymal and
epithelial cells separately by using different media, they
showed that the cells harboring the t(12;16)(q15;q24)
chromosomal aberrations were of mesenchymal origin,
whereas the epithelial elements had normal karyotype. Rohen
and co-workers reported a breast hamartoma with a
predominance (80%) of mature adipose cells with the
following karyotype: 46,XX,add(4)(?),add(6)(q?),der(7)t(7;12)
(q11;q11-12),der(12). They also showed that the breakpoint on
12q was within the same region as similar breakpoints found
in many other benign solid tumors, such as uterine
leiomyoma, lipoma, and pleomorphic salivary gland adenomas
(75). The fourth breast hamartoma, lacking fat, cartilage or
smooth muscle cell differentiation, had the karyotype
46,XX,t(1;6)(p21;p21) with rearrangement of HMGA1 on
6p21 (76). Lineage-specific clonal cytogenetic aberrations
have also been found in breast fibroadenomas, pulmonary
chondroid hamartomas, and endometrial polyp (77-79); in all
of them where information is available, the mesenchymal
component was the one carrying chromosomal aberrations
(77-79). Fletcher and co-workers expressed the view that the
lineage-specific cytogenetic abnormalities in pulmonary
chondroid hamartomas supported the redesignation of such
tumors as pulmonary chondromas (77). 

In conclusion, we show that the chromosomal translocation
t(5;12)(p13;q14) resulting in fusion of HMGA2 with sequences
from sub-band 5p13.2 is a consistent genetic event in benign
myoid neoplasms of the breast. The finding indicates that what
has been called myoid hamartoma is a true neoplasm of the
breast, not a malformation. In all likelihood, the tumor stems
from a mutated (in the sense that it has acquired a tumorigenic
genomic rearrangement) mesenchymal stem cell capable of
differentiating into smooth muscle cells. 
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