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CASE STUDY

Vi3Bamok

MuKkpomacTuja Win XMIoriasuja Ha JI0jKU e OIHIllaHa Kako HeJlopa3BUEHOCT Ha TKMBOTO Ha JIojKaTa Kaj KeHuTe.
Onuiapme cyyaj Ha 15-ToMIIHO JIeBojue co YHIIaTepaHa MUKPOMACTHja co (haMuiujapHa npeucrosuiymja. bea
HaIPaBeHH exX0CoHOrpad)CKu, XOPMOHA/IHH, IMCMOPMUUHM, KapJMOJIOLIKI U TeHeTCKU UCTIUTYBatba 1 TecToBu. He
Oeltle poHajeHa MyTarlyja Ha Le/IOKYITHIOT CeKBeHIIMOHIPaH eKCOM, HUTY TaK HoBa MyTatjja. Hekou off oBe ciy-
yau ce MPUKaKaH! Kako Jla ce TIOBP3aHK o KaHILep Ha JI0jKata 1 3aToa ce MoTpeOHN MOHATAMOIIHH 3a/j0/UKUTeHI
crefiera. Tepanujata ce cOCTOM Off XMPYPIIKA PeKOHCTPYKIja Ha adekTipanara fjojka. OBa MpeTcTaByBa peTka
coctoj0a, HO Oapa MyITUAMCLUILIMHAPEH [IPUCTAIL.
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Abstract

Micromastia or breast hypoplasia is described as underdevelopment of a woman's mammary tissue. We present
the case of a 15-year-old girl with unilateral micromastia, with familial predisposition. Ultrasound, hormonal,
dysmorphic, cardiologic, genetic examinations and testing were performed. No mutation in the whole- exome
sequencing was found, nor novel mutation. Some of these cases have been reported to be related to breast
cancer so further follow-up is mandatory. Therapy consists of surgical reconstruction of the affected breast.
This is a rare condition and it requires a multidisciplinary approach.



Introduction

Micromastia or breast hypoplasia is a
condition which is described as postpu-
bertal underdevelopment of a woman'’s
mammary tisue. Breast hypoplasia
may be congenital or aquired. The de-
fect can be isolated or associated with
other pathology, including syndromes
and chest wall anomalies; it can also be
unilateral or bilateral. Bilateral breast
hypoplasia may be either symmetric or
asymmetric. Histologically, both uni-
lateral and bilateral hypoplastic breast
tissue consists of fibrous stroma and
ductal structures without differantia-
ton'. Many authors have recommend-
ed that treatment be performed until
breast development is complete (Tanner
stage 5), with a stable adult weight and
breast volume for one year?® . Breast
hypoplasia carries a psychological as-
pect almost always in young girls, so
they may have low self-esteem, social
anxiety, shame, depression4 etc. Thus,
it has to be dealt with caution, empa-
thy and counseling, besides establish-
ing a diagnosis. Unilateral congenital
breast hypoplasia is a rare anomaly of
breast development, which incidence is
unclear.

Case report

We present a 15-year-old girl, referred to
the Pediatric Endocrinology Department
of the University Children’s Hospital, by the
child’s family doctor , due to micromastia
of the left breast. She had no history of pri-
or illness and the pregnancy of the mother
was uneventfull, without any given medi-
cation or a history of infection. The deliv-
ery, neonatal and postnatal period was
normal. At examination, pubertal Tanner
stage was B5 right breast, B2 left breast,
pubic hair P5, axillary hair A5% She had her
menstrual cycle at the age of 13, being reg-
ular. Her height was on the 50th percentile
growth curve, while her weight was on the
75th percentile’. The patient was otherwise
healthy, without any other deformities or
anomalies. From the family history her ma-
ternal grandmother had the same condi-
tion, which was never examined or treated.
She is now 70-year-old without any pres-
ent breast pathology. The patient’s moth-
er had also one smaller breast, although
not significantlly. The ultrasound of the
breast showed hypoplasia of the mamma-
ry tissue on the left breast, while the other
breast was normally developed without any
pathological finding. Hormonal analysis
was normal (estrogen, progesteron and go-
nadotropins levels). The ultrasound of the
gonads was also normal and corresponded
to her age (Picture No 1).

Pict. No 1. Unilateral breast hypoplasia in 15-old-year girl

Mammography was not performed at
the first visit, but it was planned for on
the future visit. Due to the finding of the
heart murmur, she was examinated by a

pediatric cardiologist, who found a mi-
tral valve prolapse of minor significance.
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A whole-exome sequenning was per-
formed at the Genetics Department,
Technical University, Munich, Germany,
and it did not show any mutations of the
genes most commonly associated with
this condition or any novel mutation.
The most common syndromic causes
for congenital breat hypoplasia, Poland’s
and Turner’s syndromes, were excluded.

Discussion

Rudimentary mammary ducts are found
beneath the nipple in infancy and they
grow and branch slowly during the pre-
pubertal years. Estrogen stimulates the
nipples to grow and progress to the stage
at which ductules are formed, and fatty
stromal growth to increase until it con-
stitues most of the mass of the breast.
Hormones interact with breast stroma
and local growth factors to stimulate
the development of breast epitheium®.
Breast development normally occurs in
girls between ages of 8 and 13 years. The
rate of breast varies and development
is often asymmetric. Complete develop-
ment may not occur until a woman is in
her early 20s.

Breast hypoplasia or micromastia rep-
resents a rare condition in pediatric and
adolescent patients associated with some
syndromes and chest wall abnormalities.

According to some authors, breast ab-
normalities can be categorized into 3
groups, including hypoplastic, hyper-
plastic and deformational annomalies7.
Another author introduces a new classi-
fication based on asymetry of breast. He
proposes 4 main malformative asymme-
try of breast: precocious primary groups
with 3 subgroups, which are the asym-
etry of breasts, secondary acquired, and
tertiary-induced breast asymmetry?®.

Syndroms are also associated with hy-
poplastic breasts such as Poland’s syn-
drome, characterized by unilateral
aplasia of the major pectoral muscle,
thoracic and upper limb anomalies, of-
ten with unilateral breast hypoplasia on
the same side 9.

Turner’s syndrome is a result of chro-
mosomal abnormalities and presents
with specific clinical features, short
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stature, hypogonadism, absence of pu-
berty and sexual development, and even
some forms have scarce mammary tis-
sue (depending on cariotype)®. Some
authors have suggested that congenital
unilateral hypoplasia of the breast my
be caused by underexpression of the es-
trogen receptor in the breast and other
expression in hypetrophy". Estrogen
and progesteron play a role in breast
development, and also in breast cancer
suscepatibility. The BRCA1 gene normaly
restrains mammary growth by inhibiting
expression of estrogen receptor ERa and
PRs and cancer-related mutation reverse
these processes'.

Few gene mutations have been implicat-
ed as the most common culprits causi-
tive of the nonsyndromic cases. Inher-
ited autosomal variants are studied in
genome-wide association variantsthat
can play a role. Three genetic phenom-
ena can induce risk in maternal versus
paternal lineages of affected individuals:
maternal effects on prenatal develop-
ment, mitochondrial variants, and auto-
somal genesl3. Other authors implicate
the risk of asymetry is associated with
elevated breast cancer risk > 415,

Coordination between pediatricians and
pediatric plastic surgeons and careful
timing for treatment to maximize func-
tional and aestetic outcomes have been
proposed6. Different surgical proce-
dures have been proposed such as using
autologous fat grafting’®, and a more re-
cent procedure is the use of lipofilling"
Otherwise, it is on the plastic surgeon
to decide which technique to choose. In
consultation with both the patient and
the parents we decided that plastic sur-
gery should be preformed at the girl’s ap-
propriate age.

Conclusion

A rare case of unilateral breast hypo-
plasia is presented. Although, many in-
vestigations regarding this condition
have been performed, the etiology still
remains unknown. In our case, it indi-
cated a familial form of the anomaly, al-
though the genetic testing was negative.
The treatment will be a surgical recon-
struction of the affected breast after the



child reaches a certain age. We also rec-
ommend future follow-up of the patient,
due to a potential risk of breast cancer.
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