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Abstract. Corona virus infection
dramatically during 2020 and
extraordinary restrictions have been implemented in order to

Background/Aim:
spread  worldwide

reduce viral transmission. These measures compelled a
complete restructuring of the health system, including
temporary cancer screening suspension and a significant
slow-down in cancer diagnoses and treatments. Case Report:
We report five cases of extremely advanced breast cancer
referred to our Department amid the COVID-19 pandemic.
These patients exhibited a poor prognosis or worse quality
of life due to their oncological disease. Conclusion: In our
opinion, both the slow-down of diagnosis and treatment of
oncological disease and anxiety over COVID-19 influenced
this presentation. Moreover, other patients were unable to
receive palliative care. Hopefully, these cases will not
develop into extremely advanced-stage disease, and we will
be able to provide at least the necessary palliative care.

Breast oncological disease is the most commonly diagnosed
female malignancy. It is the second leading cause of cancer
death among women (1). Early diagnosis is important for
improving patient prognosis and guaranteeing a conservative
treatment. (2, 3).
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Infection with a novel corona virus, SARS-CoV-2,
dramatically spread worldwide during the 2020 (3). Due to
its rapid viral transmission and high associated mortality, on
March 10, 2020, the Italian government, similarly to other
governments throughout the world, has implemented
exceptional constraints (4-6) in order to hinder viral
transmission. These necessary measures forced a complete
restructuring of the health system and resource reallocation
in favor of patients with Covid-19 (7, 8).

Amidst the pandemic, especially during the first
lockdown, only urgent medical treatments were guaranteed,
at the expense of diagnostic procedures and oncological
therapies, which suffered significant slowdown, with crucial
delays in diagnoses and treatments (9). Moreover, Covid-19-
related anxiety also caused further diagnostic and therapeutic
delays (10), consequently increasing the number of advanced
breast cancer cases (9).

Here we report five cases of patients with extremely
advanced breast cancer, diagnosed during the pandemic as a
possible effect of COVID-19-associated anxiety.

This work is reported following the surgical case report
guidelines and written consent from all the patients was
obtained.

Case Report

Case 1. A 52-year-old Caucasian woman, a former smoker
of 4.75 pack years, was admitted to the Emergency
Department for a lipothymic episode. Family history was
negative for oncological or cardiovascular conditions and no
comorbidities were reported.

Physical examination of the breast revealed an ulcerated
hemorrhagic lesion on the right gland, with hard-ligneous
consistency involving all the breast and extending to the
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homolateral axilla (Figure 1A). The contralateral breast
presented with multiple firm cutaneous ligneous nodules
(Figure 1A).

The patient underwent a contrast-enhanced total body
computed tomography (CT) scan showing a breast lesion
with a diameter of 17 cm. The lesion also involved the
nipple-areola complex and extended from the cutaneous
plane up to the soft subfascial tissues, and to the adjacent
muscular and bony structures with pathological fractures of
the 3rd and 4th ribs, as well as being associated with brain,
lung and liver metastases.

Moreover, bilateral axillary lymph node masses with
necrosis, and internal mammary, supraclavicular and
subclavicular lymph nodes suspicious for malignancy were
reported. The patient underwent surgical biopsy. The
pathological examination reported invasive ductal carcinoma,
negative for estrogen receptor (ER) and progesterone receptor
(PR), and with a Ki67 index of 15%. The human epidermal
growth factor receptor 2 (HER2) overexpression score was 3.

Following a multidisciplinary discussion due to the
advanced disease stage (stage 1V), palliative chemotherapy
was planned.

At 7 months of follow-up, the patient remains alive and
has had a partial response to chemotherapy.

Case 2. A 52-year-old Caucasian woman was admitted to our
Unit from the Emergency Department for an ulcerated and
bleeding right breast lesion (Figure 1B). The mass extended
to the homolateral arm and contralateral breast. The primary
lesion involved the entire homolateral axilla. The patient
presented no comorbidities and had a positive family history
for breast cancer. A nodule was biopsied and at pathological
examination, diagnosis of infiltrating ductal breast cancer
was given, with negativity for ER and PR, a Ki67 index of
15% and HER?2 overexpression score of 3+.

The patient was scanned using positron emission tomography
(PET)—CT that confirmed hypermetabolic tissue in the right
breast extending from the cutaneous and subcutaneous tissues
to the thoracic wall. The tumor involved both the right axillary
vein and the right subclavian vein. Contralateral axillary,
internal mammary, supraclavicular, subclavicular and
mediastinal lymph nodes were sites of metastasis. There were
also suspicious secondary lesions in the liver and lung.

Palliative chemotherapy was planned following a
multidisciplinary meeting.

At 6 months of follow-up, the patient is alive, but has
presented progression of their disease, including the onset of
brain metastasis.

Case 3. A 65-year-old Caucasian woman was referred to our
Emergency Department with fever, asthenia and weakness that
had started a month before. Thoracic examination showed an
ulcerated and bleeding right breast mass of about 10 cm in
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diameter and homolateral axillary lymphadenopathy (Figure
1C). Due to high clinical suspicion of advanced breast cancer,
the patient underwent a mastectomy and homolateral axillary
lymph node sampling.

Histological examination confirmed a parenchymal
mammary site of infiltrating ductal carcinoma, grade 3.
Immunohistochemical analysis showed positivity for ER
(80%) and PR (90%), HER2 negativity and a Ki67 index of
22%. Out of six axillary lymph nodes, four were sites of
breast cancer metastasis.

PET-CT scan showed hyperfixation in bones and in
mediastinal, right retro-pectoral, right axillary and right
paraesophageal lymph nodes.

Due to the advanced stage of the disease (stage IV;
pT4bN2aM1; eighth edition of the American Joint
Committee on Cancer/Union for International Cancer
Control classification) (11), the patient underwent palliative
chemotherapy but died from pneumonia 2 months from the
beginning of chemotherapy.

Case 4. A 42-year-old Caucasian woman was referred to our
Unit from the breast cancer screening program. The patient,
a non-smoker, reported family history negative for
oncological diseases, and no other disorders were described.

Mammography showed a cluster of microcalcifications in
the lower quadrants of the left breast. Physical examination
revealed the presence of a firm, deep, fixed mass of the left
breast, without axillary lymphadenopathy.

At breast magnetic resonance imaging, a large infiltrative
vascularized process was reported, with irregular margins.
The mass extended from the retro-areolar area to the deep
planes in the lower and outer quadrant of the left breast, with
relation to a 1 cm nodule. The lesion extended for 8 cm
lengthwise, with a rapid increase of contrast enhancement in
the early phase and a subsequent rapid washout.

A core-needle biopsy of the involved breast detected a
grade 3 invasive ductal carcinoma with associated ductal
carcinoma in situ. Immunohistochemistry reported ER, PR,
Ki67 index and HER2 as 90%, 80%, 30% and 3+
overexpression, respectively.

PET-CT scan showed no other pathological increase in
metabolic data beyond the already known breast mass. The
patient was ultimately diagnosed with a pT3NOMO, stage IIb
cancer of the left breast Neoadjuvant chemotherapy was
performed after discussion by a multidisciplinary team.

The patient exhibited a complete radiological response,
demonstrated by breast magnetic resonance imaging, and
underwent left mastectomy and sentinel lymph node biopsy
with an immediate breast reconstruction procedure, utilizing
sub-pectoral tissue expander. Histological examination
confirmed the complete pathological response.

At 3 months follow-up, the patient is alive, disease-free
and under adjuvant chemotherapy treatment.
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Figure 1. Patients diagnosed with extremely advanced breast cancer during the COVID-19 lockdown. A: Case 1,49 years old. B: Case 2, 52 years

old. C: Case 3, 65 years old.

Case 5. A 40-year-old African-American woman was
evaluated at our Breast Unit for an ulcerated palpable mass
in the left breast. Family history was positive for breast and
ovarian cancer.

Breast magnetic resonance showed a massive pathological
dyskaryokinetic lesion with irregular margins, polylobate,
with early and persistent contrast enhancement (diameter
70x45%45 mm) and two satellite centimetric nodules.

A biopsy of the palpable mass led to the diagnosis of a
grade 3 infiltrating triple-negative ductal carcinoma with
Ki67 index of 70%. PET-CT scan showed hypermetabolic
tissue in the left axilla and left para-sternal area. Other
hypermetabolic tissues were reported in the liver and in L2
vertebra.

Following a multidisciplinary discussion, chemotherapy
treatment was planned.

At 3 months of follow-up, the patient presented with
disease progression.

Discussion

Breast cancer has a high incidence, corresponding to 30% of
cancer diagnosed in women (12). In Italy, more than 53,000
women receive a breast cancer diagnosis every year, with an
increase during recent years (12).

Breast cancer prognosis has substantially improved in
terms of overall and disease-free survival (13-14), whilst
invasive procedures have decreased. Both the advancement
of oncological and surgical treatments, as well as a greater
rate of early diagnosis facilitated this outcome improvement
(9, 12, 13). Diagnosis of breast cancer in earlier stages is a
benefit largely attributed to screening programs (7-10). Early
breast cancer diagnosis is a crucial factor responsible for

reducing recurrence, increasing survival and improving
quality of life (10). Adherence to the screening program has
allowed a significant improvement in recent decades. In
2019, out of five million women invited, 74% underwent
screening mammography (7). This trend is on the increase
thanks to health policies and information campaigns (7).

Since March 10, 2020, the Italian government, like other
governments, has taken unprecedented action in order to
limit the transmission of SARS-CoV-2 (8). The health
system, due to the state of emergency, underwent complete
reorganization with consequent resource reallocation in favor
of patients with COVID-19 (8).

During the pandemic, only urgent procedures were
guaranteed, while non-urgent treatments such as oncological
procedures have suffered a substantial slow-down (9), with
most oncological preventative activities being deferred, with
possible effect on cancer staging.

Recommendations and strategies aiming to avoid
suspension of breast cancer screening and the consequential
delay in breast cancer treatments while preserving resources
for patients with COVID-19 and minimizing the cross-
infection risk were published by many research group and
oncological society committees (3, 4, 15-16). We reported in
a previous study on the first effects of the pandemic on
clinical staging, with increased diagnosis of lymph node
involvement among patients with breast cancer as a possible
effect of COVID-19 lockdown (9, 17, 18).

Additionally, pandemic-associated anxiety harms quality
of life and many patients may decide not to seek treatment
in order to avoid hospitalization (19). All our patients
referred COVID-19 anxiety as the primary reason for
delayed consultation. Furthermore, higher rates of procedure
and oncological treatment refusal among patients with breast
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cancer have been reported during the pandemic (10). Many
patients with palpable lesions or with extremely advanced
breast cancer could not be diagnosed (19, 20). These
patients, having a poor prognosis, were unable to receive
palliative care. This might strongly impact the quality of life
of terminally ill patients.

During the first and second lockdowns, we reported five
cases of extremely advanced breast cancer presented as
ulcerated or bleeding breast lesions. Despite the fact the
pandemic has absorbed much of the public health resources
(7-9), it is our opinion that suspension of breast cancer
screening and delay in breast cancer treatments were not the
cause of this extremely advanced clinical presentation.
Anxiety plays a fundamental role in patients, and COVID-
19 fear has increased the rate of hospital admission refusal
with possible impact on diagnosis and palliative cure access.

We hope to be able to provide necessary palliative care
and to prevent COVID-19 anxiety, whilst continuing to
inform the population about the importance of breast cancer
screening and follow-up even during this pandemic.
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