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ABSTRACT

Introduction. In 2018, the number of newly diag-
nosed breast carcinomas in the 28 countries of the
European Union was 404 920, with an estimated
annual incidence of 144.9/100 000. Figures have
increased since the introduction of mammography
screening and continue to rise with population aging.
Mammograms may convey clinically occult breast can-
cer, which is associated in some cases with the pres-
ence of clustered microcalcifications.

Case presentation. We present the case of a
64-year-old patient with multifocal invasive ductal left
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REsumE

Un cas de carcinome du sein gauche hétérogene mul-
tifocal non palpable avec présentation mammogra-
phique de microcalcifications multiples agrégées

Introduction. En 2018, le nombre de cancers du
sein nouvellement diagnostiqués dans les 28 pays de
I'Union européenne était de 404 920, avec une inci-
dence annuelle estimée a 144,9/ 100 000. Les chiffres
ont augmenté depuis |'introduction du dépistage par
mammographie et continuent d’augmenter avec le
vieillissement de la population. Les mammographies
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breast cancer and lobular carcinoma in situ, diagnosed
after biopsy of a mammogram-marked area with clus-
tered microcalcifications. The patient underwent sub-
sequent radical surgical treatment.

Conclusions. Clustered microcalcifications on mam-
mograms may indicate clinically occult breast cancer.
These lesions cause clinical and diagnostic difficulties
due to the inability of ultrasound visualisation and the
option to perform punch biopsy, as recommended by
European Society for Medical Oncology. Excision bi-
opsy by mammography-guided wire marking and path-
ological-anatomical examination of the entire resectate
can detect tumour heterogeneity, which is important
for the subsequent therapeutic strategy and prognosis
of the disease.

Keywords: clustered microcalcifications, mammog-
raphy-guided metallic marker, heterogeneity of mam-
mary gland tumour.

List of abbreviations:

LCNB - large-core needle biopsy

FNAB - fine needle aspiration biopsy

ESMO - European Society for Medical Oncology
LMG - left mammary gland

DCIS - intraductal carcinoma

LCIS - lobular carcinoma in situ

INTRODUCTION

In 2018, the number of newly diagnosed breast
cancer cases in the 28 European Union (EU) coun-
tries was 404,920, with an estimated annual incidence
of 144.9/100 000", In Bulgaria, the incidence in 2018
was 98.8/100 000 or 26.9% of all newly registered
women with cancer'. Incidence rates have increased
since the introduction of mammography screening
and continue to rise with population aging. In re-
cent years, mortality has declined in most Western
countries, due to improved treatment and earlier de-
tection’. Large-core needle biopsy (LCNB), or, if not
possible, fine needle aspiration biopsy (FNAB), are
recommended by the European Society for Medical
Oncology (ESMO) Clinical Practice Guidelines on
Breast Cancer, for pathological diagnosis of breast
cancer. Excision biopsy is an option when ‘repeated’
main biopsy methods (FNAB or punch) have failed
to diagnose the tumour’. Ultrasound-guided biopsy is
recommended if the lesion is non-palpable*. However,
there is a small group of lesions difficult for ultra-
sound detection, causing clinical and diagnostic chal-
lenges.
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peuvent signaler un cancer du sein cliniquement oc-
culte, associé dans certains cas a la présence de micro-
calcifications en grappes.

Présentation du cas. Nous présentons le cas d’une
patiente de 64 ans atteinte d’'un cancer du sein gauche
canalaire invasif multifocal et d’un carcinome lobu-
laire diagnostiqué in situ apres biopsie d'une zone mar-
quée par mammographie avec des microcalcifications
en grappes. Le patient a subi un traitement chirurgical
radical ultérieur.

Conclusion. Les microcalcifications groupées sur les
mammographies peuvent indiquer un cancer du sein
cliniquement occulte. Ces lésions entrainent des dif-
ficultés cliniques et diagnostiques en raison de I'im-
possibilité de visualiser par les ultrasons et de 'option
d’effectuer une biopsie par ponction selon la recom-
mandation de la Société Européenne d’Oncologie
Meédicale. La biopsie d’excision par marquage au fil
guidé par mammographie et 'examen anatomo-patho-
logique de la zone réséquée peuvent détecter une hété-
rogénéité tumorale qui est importante pour la stratégie
thérapeutique et le pronostic de la maladie.

Mots-clés: microcalcifications groupées, marqueur
métallique guidé par mammographie, hétérogénéité
de la tumeur de la glande mammaire.

CASE PRESENTATION

We present the case of a 64-year-old female pa-
tient, with an asymptomatic non-palpable left breast
cancer. The patient has signed an informed consent
prior to performing any diagnostic or treatment pro-
cedures.

In December 2018, a screening mammography
was performed, which showed clustered microcalcifi-
cations in the upper lateral quadrant of the left mam-
mary gland (Fig. 1). The patient did not undertake
any further diagnostic procedures. Repeated mammo-
gram was performed in September 2019, after clinical
examination. Clusters of granular microcalcifications
were described in the upper outer quadrant of the left
mammary gland, increased in number and density,
compared to the mammogram of December 2018
(Fig. 2). The finding was classified as BILRADS 4c,
highly suspected of malignancy > 50 to 95%. The
patient was hospitalised in a surgical clinic for diag-
nostic clarification. Physical examination did not de-
tect at palpation solid lesions or increased density in
both mammary glands, nor pathologically enlarged
axillary lymph nodes. Chest radiography showed no
anomalies, and breast ultrasound did not visualize
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Figure 1. Left breast mammography in cranio-cranial (A) and medio-lateral (B) projections showing
clustered multiple microcalcifications, performed in December 2018.

Figure 2. Left breast mammography in cranio-cranial (A) and medio-lateral (B) projections showing clustered
multiple microcalcifications, performed in September 2019.

pathological changes corresponding to the ones de-
scribed at mammography.

Because the lesion was non-palpable and visible
at mammography only, preoperative mammogra-
phy-guided wire marking was performed (Fig. 3). The
marked area was resected under general anaesthesia.

Intraoperative X-ray of the resected area with the pre-
operative wire mark was carried out, to confirm the
presence of the marked microcalcifications (Fig. 4).
The specimen was dissected prior to fixation,
and numerous small, white, high-density parenchy-
mal inclusions, consistent with the mammographic
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Figure 4. Intraoperative specimen X-ray confirming the
presence of the marked microcalcifications.

image, were observed. The fixed specimen was sent to
histological examination, along with the completed
documentation (Fig. 5). Breast parenchyma with ex-
tensive multiple foci of intraductal carcinoma in situ
(DCIS) was morphologically identified, carcinoma
type G2 with solid and comedonic features, and mi-
crocalcifications. Stroma around the segmental ducts
was swollen, with fibrotic changes, and the presence
of invasive carcinoma. The carcinoma presented by
groups of tumour cells around which, after immu-
nohistochemical staining for p63, no myoepithelial
layer is detected (ER-O, PR - O, HER 2 - 2+ Ki 67 -
40%). Multifocal invasive carcinoma NST (ductal)
carcinoma G2 was morphologically and immuno-
histochemically established, against a background
of extensive DCIS G2 pI'laNxMx. Additional SISH
testing showed positive results.

Radical surgical treatment was decided by the
Joint Oncology Committee. Mastectomy, because
of the presence of diffuse microcalcifications in the
remaining parenchyma of the left mammary gland,
was performed a month later. Histological results:
left breast tumour bed in incomplete organizational
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Figure 5. Macroscopic view of the operative specimen
with microcalcifications.

process, single terminal channels with lobular carci-
noma in situ (LCIS) and lobular cancerization.

Postoperative chemotherapy and targeted thera-
py were administered. Until the end of May 2020, the
patient is still alive and without evidence of local or
systemic progression of the breast cancer.

The mammographic presentation of non-pal-
pable, multifocal, heterogeneous breast cancer with
clustered multiple microcalcifications is relatively rare
and should be well known to avoid gaps in the diag-
nosis and treatment of this disease.

DiscussioN

Mammography may show clinically occult breast
carcinoma, which in some cases is associated with
presence of cluster microcalcifications. Minimal
or no physical manifestation of a breast lesion
makes difficult the detection by surgical biopsy’.
Stereotactic and vacuum-assisted biopsy established
in current practice is not available in all healthcare
facilities, due to the need of specific and expensive
equipment.
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Mammography-guided metal wire marking local-
isation of lesions was first described by Dodd et al in
1965° and it still remains a choice of biopsy method,
providing an internal guide to assist the surgeon dur-
ing surgical intervention. Mammographic assessment
of the resected area is a must prerequisite for the ap-
plication of this method to confirm the presence of
marked preoperative area with microcalcifications.
The method is required for classification of clustered
microcalcifications on mammograms, classified in
our case as BILRADS 4c. The presence of this type
of calcifications (at least five microcalcifications in 1
cm?) is a major sign of early stage breast malignancy
such as DCIS, but they may also show the presence
of invasive cancer, as in our case. Spatial resolution
of modern mammography is very high (usually in the
range of 40 - 100 pm per pixel) and allows detection
of microcalcifications at an early stage’, thus contrib-
uting to early treatment. This makes it more success-
ful and reduces mortality from the disease®.

The age of the patient we presented was 64 years,
which is between 5 and 7 years more than the mean
age of patients with non-palpable tumour lesions of
the breast, described in the studies by Sickles® and
Basset et al'®. The localization of the non-palpable
carcinoma lesions in the upper outer quadrant of
the breast and mammographic findings, classified as
BI-RADS 4c, in our patient, fully corresponds to the
results of Dimitrovska et al® presented in their study
of patients with non-palpable breast lesions.

The presence of two components of malignant
breast disease is histologically confirmed in the clini-
cal case presented by us. These are invasive ductal
and lobular carcinomas in situ, which reveals tumour
heterogeneity. The description of such heterogeneity
is rare in the literature. In most of the studies related
to non-palpable lesions of the breast, the histological
examination of the surgically removed preparation
most often showed invasive ductal carcinoma®!®!,

Detection of clustered microcalcifications on a
mammogram is the only manifestation, with no clini-
cal picture, which is unusual and rarely described in
research literature. This is important for subsequent
treatment and prognosis.

CONCLUSIONS

Clustered microcalcifications on mammograms
may indicate clinically occult breast cancer. These
lesions cause clinical and diagnostic difficulties, be-
cause of the inability for ultrasound visualisation and
the option to perform punch biopsy, as recommend-
ed by ESMO.

Excision biopsy by mammography-guided wire
marking and pathological-anatomical examination

of the entire resected part can detect tumour hetero-
geneity, which is important for the subsequent thera-
peutic strategy and prognosis of the disease.
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