
Introduction

Breast cancer is the most common malignant disease in

the world among women. Little is known about changes in

the molecular profile of the metastasis and impact on clin-

ical outcomes. Genetic events can occur at various stages of

carcinogenesis and can result in phenotypic changes. In

breast cancer these changes can occur in either in site at the

primary invasive site or at distant metastatic site.

The author reports the case of dedifferentiation-like pro-

gression of breast cancer showing transition from negative

estrogen and progesterone receptors to human epidermal

growth factor 2 (Her2) positive carcinoma.

Case Report

A 66-year-old Caucasian woman was referred to us for a Her2

positive breast cancer. Nineteen years prior, the patient had been

treated for a 32-mm, grade 2, ductal breast carcinoma, negative for

hormone receptors. A Ki 67 labelling index at 30% was observed.

The patient underwent conservative surgery and axillary lymph

node dissection. Eight nodes were metastatic out of the 21 re-

moved. She received adjuvant chemotherapy and radiotherapy.

Ten years later, pulmonary and pericardic recurrence occurred.

Biopsy cores of lung and pericardium showed the presence of ade-

nocarcinoma, negative estrogen and progesterone receptors, neg-

ative Her2 and negative TTF1, in favor of breast cancer metastasis.

The patient received chemotherapy with carboplatin plus pacli-

taxel for a total of six courses.

One year after completion of chemotherapy, metastatic pleural

effusion appeared. Pleura biopsies revealed metastasis of breast

adenocarcinoma, negative for estrogen and progesterone receptors,

but this time positive for Her2. The patient received six cycles of

docetaxel plus trastuzumab, followed by trastuzumab maintenance.

At disease progression, she was treated with capecitabine plus

lapatinib, vinorelbine plus trastuzumab, and lapatinib plus

trastuzumab.

Eight years after the first recurrence, the patient presented with

hand-band erythema and erythematous scaly lesions of elbows,

and periungueal hyperkeratosis. She was hospitalized and the di-

agnosis of dermatomyositis was made. However, corticotherapy

and immunoglobulins were ineffective. In parallel, a positron

emission tomography (PET) for her breast cancer was performed,

showing lungs, pleura, and para-aortic and jugular hypermetabo-

lism. Ca 15-3 levels were high at 104 ng/ml. It was decided in

multidisciplinary meeting to administer chemotherapy: docetaxel

plus pertuzumab plus trastuzumab. After three cycles, dermato-

myositis totally disappeared, and the patient was responding with

chemotherapy. After six cycles of chemotherapy, disease pro-

gression was noted, but the dermatomyositis was always under

control with immunoglobulin perfusions. Trastuzumab-emtansine

was administered, but after three cycles, the patient was hospital-

ized for a pushed-dermatomyositis. Progression disease was con-

firmed by PET. Novel line of chemotherapy was decided. After six

cycles of docetaxel plus trastuzumab, the disease was stable and

the patient is continuing with trastuzumab.

Discussion

Breast cancer is a well-known heterogeneous tumor that

includes inter- and intra-tumoral differences [1]. Intrinsic

subtypes eventually change to worse prognosis but at times

patients have a chance to improve response to the treatment

and survival with additional treatment by acquiring estro-

gen and progesterone and Her2 status [2].

Perou et al. proposed intrinsic subtypes using molecular
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Summary

Breast cancer is a well-known heterogeneous tumor, that includes inter- and intra-tumoral heterogeneity. These modifications in the phe-

notype can lead to modify the therapeutic strategy. The author reports the original case of a 66-year-old Caucasian woman, diagnosed with

a breast cancer 18 years before. Initially it was a 32-mm, grade 2, ductal infiltrating breast carcinoma, negative for hormone receptors.

The patient was treated with conservative surgery, and axillary dissection (eight positive nodes out of 21). Adjuvant chemotherapy and

radiotherapy were delivered. Ten years later, the patient was diagnosed with pulmonary relapse. Biopsies were negative for hormone re-

ceptors and also for human epidermal growth factor 2 (Her2). The patient received chemotherapy. One year later, pleura effusion appeared.

Biopsies of the pleura confirmed the metastasis of breast cancer, hormone receptors negative, but positive for Her2. She was then diag-

nosed with a paraneoplastic dermatomyositis. Eight lines of chemotherapy were given and currently the patient is continuing trastuzumab.

That case illustrates the story of a very long-surviving breast cancer and its dedifferentiation. It underlies the necessity to realize new biop-

sies when the tumor relapses.
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gene expression but many other studies had supported het-

erogeneous tumor phenotypes of breast cancer. Intrinsic

subtypes are biologically conserved distinct phenotype, be-

cause some genes are not affected by tumor progression

and chemotherapy effects [3].

The method used to determine the status of hormone re-

ceptors and Her2 is important also. PAM50 is a 50-gene

expression-based predictor that classifies breast cancers

into four intrinsic subtypes of prognostic significance: lu-

minal A, luminal B, Her 2-enriched, or basal-like. The

PAM50 assay has been shown to be more precise concern-

ing prognostic information compared to immunohisto-

chemical method [4, 5].

The clinical impact of the biological heterogeneity within

Her2-positive breast cancer is not fully understood. Hor-

mone receptors and Her2 are important factors in classifi-

cation of the subtypes, which are essential in the choice of

therapy in breast cancer management. There has been ear-

lier reports of instability of hormonal and Her2 status dur-

ing progression tumor, especially between primary tumor

and their metastasis [6, 7].

The present case is original because it reports a dediffer-

entiation breast cancer many times and it includes a long-

surviving metastatic breast cancer story. The first cancer

was positive for hormone receptors, then switched into

triple negative, and finally into Her2 positive breast can-

cer. There is no earlier data showing in changes in the in-

trinsic subtypes during progressing of the tumor in the same

patient.

Conclusions

The author presented an unusual case of dedifferentia-

tion of breast carcinoma, showing transition from Her2

negative to Her2 positive, with negative hormone recep-

tors. Some studies have argued that intrinsic subtypes in

metastatic tumors is important for better treatments.
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