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ABSTRACT

Background: Breast fibroepithelial lesions encompass a wide variety of tumors from
benign fibroadenomas to malignant phyllodes tumors (PTs). Local recurrence was reported
in 20% of all subgroups and 20-25% risk of distant metastasis though superaggressive
tumors are rare. Two young patients with nonresponsive, frequent recurrences of phyllodes
tumors turned into the aggressive metastatic sarcoma are presented.

Case Presentation: Case 1: A 34-year-old married woman referred with the chief
complaint of a mass and pain in her right breast. There was a 3cm well defined mass in
right breast. An intermediate grade benign phyllodes tumor was confirmed in biopsy.
Patient underwent surgical wide excision, radiotherapy. Three weeks later the mass
recurred in her right breast with severe pain and nonproductive cough without
hemoptysis. A single lung metastasis is conformed in the CT scan. Total mastectomy
and thoracoscopic metastasectomy was performed and spindle cell sarcomas in both
specimens is confirmed. Chemotherapy was done. Two weeks after chemotherapy she
presented with multiple bilateral lung metastasises and thoracic wall involvement. No
regression in metastasis was seen receiving the second line chemotherapeutic agents.
Case 2: A 17-year-old young girl was referred to the breast clinic with a 2 cm firm
mobile mass in left breast. The histopathology of the mass was benign phyllodes tumor.
(1.5 cm margins) The tumor recurred 3 months later treated. During radiotherapy, the
patient referred to the emergency department with the complaint of dyspnea and sever
pleural effusion. The cytology reported malignant cells. CT-guided biopsy showed a
high grade sarcoma. During chemotherapy, large ulcer in the site of the breast was
appeared and mastectomy with Latissmus dorsi flap was performed and angiosarcoma
was confirmed. Despite the second and third line chemotherapy the disease was
progressed and multiple lung metastasis were confirmed in chest CT scan.

Conclusion: It seems that some subtypes of breast sarcomas could have an extremely
an aggressive behavior which threatens the life of the patients in a short period of time.
Further studies is suggested to discriminate the aggressive subtypes at the first step.

Introduction to malignant phyllodes tumors (PTs)." As some
Breast fibro-epithelial lesions encompass a wide tumors show similar characteristics of PTs and
variety of tumors from benign fibroadenomas (FAs) fibroadenoma, there is not a distinct boundary

between FA and PT and it is still a considerable
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phyllodes in mammary tissue with leaf shape growth.’
As the phyllodes tumors (PTs) can have different
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natural histories, World Health Organization (WHO)
suggested the classification of PTs into three forms,
including benign, premalignant (borderline), and
malignant lesions.” Furthermore, there is no
correlation between tumor categories with its clinical
manifestation. It is also hard to distinguish between
subgroups with radiological and histopathological
findings.’

PTs are rare biphasic fibro-epithelial tumors that
account for 0.3 to 1% of all primary breast
neoplasms.’ The PTs invasion is unpredictable. Local
recurrence was reported in 20% of all subgroups of
breast PTs. Although distant metastasis commonly
occurs in the malignant and borderline subgroups
(20-25%), it can be rarely found in benign breast PTs.
The common sites of distant metastasis are lung and
bone as a consequence of hematogenous spreading of
the tumor cells.”* The breast PTs challenge women
mostly in the age range of 35t0 55.”

Regarding the low efficacy of adjuvant treatment,
the primary line of treatment is the aggressive
removal of the tumor and its adjacent healthy tissue
during surgical intervention. Although chemoth-
erapy and radiotherapy are not approved as main
adjuvant treatments, radiotherapy is shown to have
limited benefits in selected patients.”

In this article, we present two uncommon cases of
young females with frequent early recurrences of
phyllodes tumor along with the phyllodes tumors
turned into the aggressive metastatic sarcoma.

Case Presentation

CaseNol:

A 34-year-old married woman was referred to the
surgical oncology outpatient clinic of Rasoul-e-
Akram hospital with the chief complaint of a mass in
her right breast. The patient had two children, and
had her first childbirth at the age of 20. She had a
family history of gastric cancer in her father and her
paternal aunt. The patient had a personal history of
multiple sclerosis (MS) and minor depression and
used Gabapentine, Assentra, Doxepin, and Azaram
to control the neurologic and psychologic symptom:s.
Also, she had a history of breast pain and breast cysts
in both breasts approved by ultrasonography and an
examination by her family physician.

On the recent physical examination, there was a
mass in the lower outer quadrant of her right breast 5
cm far from the border of the nipple-areola complex,
measured about 3 cm. The well-defined mass was
firm in palpation and had a lobulated margin.
Ultrasonography showed a 30- mm benign mass
with a regular border in the lower outer quadrant of
the right breast, mostly suggesting fibroadenoma. A
core needle biopsy was performed, and the
pathologist reported it as an intermediate grade
benign phyllodes tumor. Preoperative investigations,
including Chest X-ray, were performed. All the lab
tests and radiology findings were normal except for

the breast mass.

According to the histopathology report, she
underwent surgical excision of the mass with a one-
cm margin from each side of the tumor. The
histopathological evaluation of the surgical specimen
revealed a high-grade malignant phyllodes tumor with
a focally positive margin. The records of the patient
were presented in the Multidisciplinary Tumor Board
(MDT). Since the patients strongly preferred not to do
a mastectomy, the recommendation of the panel of
experts was radiation therapy and close follow-ups.
The patient received 50 Gy to the whole breast,
followed by a boost dose of 16 Gy to lumpectomy bed
totally in 33 fractions. There was no significant
complication for the irradiation rather than redness and
skin burning.

Three weeks after the last session of radiotherapy,
the patient referred back to the clinic because of
palpation of mass in her right breast near the location
of the primary excised tumor. The mass was palpable
on the physical examination. Also, she suffered from
severe pain with radiation to the axilla and
nonproductive cough without hemoptysis. Magnetic
Resonance Imaging (MRI) of the breasts was
performed and the recurrence of the tumor was
suggested. Also, in the Computed Tomography (CT)
scan of the chest, a single metastasis of the lung was
confirmed. According to the second discussion in
MDT, the brain MRI was performed though it did not
show any abnormality compared to the previous
multiple brain MRIs for the follow-up of multiple
sclerosis. The patient underwent a total mastectomy
and thoracoscopic metastasectomy by means of lung-
wedge resection. Histopathological evaluation of the
surgical specimen revealed spindle cell sarcomas in
both specimens. The patient referred to the medical
oncology department for chemotherapy. She received
Ifosfamide and Adriamycin for four courses as the first
line of chemotherapy agents. Two weeks after the
concluding session of chemotherapy, the patient
returned to the emergency department of the hospital
with complaints of chest pain and dyspnea. Computed
tomography (CT) scan showed multiple bilateral lung
metastases and thoracic wall involvement. By the
progression of the disease, the chemotherapy regimen
was changed to Gemcitabine and Docetaxel based on
the opinion of MDT. Unfortunately, there was no
regression in metastasis by receiving three sessions of
the second line chemotherapeutic agents. Finally, the
patient referred to the supportive care department and
received supportive care. The patient died 12 months
after the diagnosis of her disease.

Case No 2:

A 17-year-old young girl was referred to the
breast clinic of Rasoul-e-Akram hospital with the
chief complaint of a mass palpation in her left breast.
In the past medical history of the patient, there was
neither any risk factor for the breast cancer nor any
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otherunderlying disease. The mass was well defined,
2 c¢cm in diameter, firm and mobile. In the
ultrasonography of the breasts, there was a benign-
appearing well-defined 25-mm mass in the lower
outer quadrant of her left breast compatible with
fibroadenoma. Although in our opinion taking a core
needle biopsy was the first step, the mass was
excised based on the request of the patient and her
mother.

Surprisingly, the histopathology of the mass was
reported as benign phyllodes tumor. Since in the first
operation, we performed tumor enucleation, there
was not a safe margin excised along with the mass,
and the pathologist reported the margins as involved.
The second surgery for the resection of the margins
was performed, and 1-1.5 cm of breast tissue around
the lumpectomy cavity was excised. The pathology
report confirmed the breast tissue with no remnant of
the tumor. The patient was considered for a short
time follow-up.

In her first follow-up visit after three months, the
tumor recurred according to the physical examination
and ultrasonography. We presented the history of the
patient in breast cancer MDT of the hospital and they
recommended Nipple-sparing mastectomy and
immediate direct to implant breast reconstruction. The
patient did not accept the aggressive surgery and asked
for the second option, which was a quadrantectomy and
irradiation. In the third surgery, we performed a
quadrantectomy and an oncoplastic repair of the breast.
Soon after the surgery, the patient referred to the
radiation oncology department to receive radiation.
Radiation therapy started one month after the surgery,
and after the 15" session of the radiotherapy, the patient
referred to the emergency department with the
complaint of dyspnea and cough. In the physical
examination, the pulmonary sounds decreased in the
lower part of her left lung. In Chest X-ray, there was a
considerable amount of pleural effusion and a
consolidated mass on the left side.

Figure 1. Pleural effusion and mass lesion in left hemithorax

A thoracostomy tube was placed in the left
hemithorax, and 1500 cc serous fluid was evacuated
gradually. A sample of the pleural effusion liquid was
sent to the pathology department for the cytologic
evaluation. The cytology report confirmed the
presence of malignant cells, the type of which was
hard to differentiate. Metastatic work-up was
performed at the same admission.

Computed tomography (CT) scan of the thorax
and abdomen revealed the same mass in the left
pleural cavity, and the whole-body Tc-99 scan study
showed focal hyperactivity in the T10 vertebrae. A
CT-guided biopsy of the sub-pleural lesion was
carried out, and a high—grade sarcoma was confirmed
inthe specimen.(Figure 1)

Soon after, chemotherapy was started for the

Figure 2. Recurrence of tumor during radiotherapy
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patient with the regimen of ifosfamide and
Adryamicime. Following two sessions of
chemotherapy, the patient returned with the complaint
of a large mass in her left breast. In clinical examination,
there was a 7*4*6 cm large mass, which was impending
to become a large ulcer in her breast.(Figure 2) There
was significant lymphadenopathy in her left axillary
region. The patient underwent radical mastectomy with
the resection of all skin and pectoralis muscles. The
lymph nodes in the first level of the axilla were excised
as well. Latissimus dorsi muscle flap was used for the
coverage of the surgery defect. (Figure 3)

The pathology reported the tumor as a high-grade
angiosarcoma with large reactive lymph nodes. The
patient referred to the medical oncology department to
continue chemotherapy.

Figure 3. Mastectomy and coverage of the defect by
Latissmus dorsi flap

Discussion

Breast sarcoma is typically a rare phenomenon
that may present similar symptoms to other primary
breast malignancies. Primary breast sarcoma is
divided into three subgroups of primary breast
sarcoma, aroused sarcoma from the post-irradiated
breast (secondary to the irradiation), and malignant
phyllodes tumors (cystosarcoma phyllodes).
Malignant phyllodes tumor is a biphasic malignant
stromal neoplasm consisting of epithelial and
spindle cell elements, which demonstrates a wide
variety of morphologies." " Phyllodes tumor of the
breast is reported in the younger age compared to the
typical breast carcinoma in the case of our patients.’

A systematic review by Lu et al. in 2019
illustrates that the age and the size of the phyllodes
tumor are not related to the rate of local recurrence
though the breast-conserving surgery and margin
involvement are significantly associated with a
higher rate of local recurrence. The local recurrence
rates from 8 percent in benign phyllodes tumor, 13
percent in borderline tumors, and 18 percent in the
malignant sarcomas. Most tumors relapses occur
within two years after the surgery, and it is not
common for a tumor to recur in a limited period of
time (less than one month) as observed in our
patients.” Tan et al. evaluated 37 patients with breast

The oncologist started Gemcitabine and
Docetaxel as the second line of chemotherapy. The
response to these agents was satisfactory and all the
pleural and pulmonary lesions disappeared after the
third session.

Two months after the completion of the
chemotherapy, the patient referred with the
complaint of a mass in the left axilla. A biopsy was
obtained from the new mass, which was reported as
spindle sarcoma with prominent vascular
differentiation. A few weeks later, multiple round
masses on the thoracic wall and latissimus dorsi flap
appeared. (Figure 4) Also, there were multiple lung
metastases in the CT scan of the thorax. The patient
was referred to the palliative care department of the
hospital and died four months afterwards.

By

Figure 4. Local recurrence of the tumore in
less than 4 weeks

phyllodes tumors with a mean age of 39.6+7.6 years.
Of'them, 22, 9, 6 patients had benign, borderline and
malignant PTs, respectively. The median duration of
local recurrence was 20 months. In this series, only
one patient with malignant PT was reported with
lung metastasis."

Distant metastasis in breast sarcoma is an
outstanding finding which predicts the overall
survival.” The time lapse between the surgery to
distant metastasis in breast PTs is reported from 2 to
57 months (average 21 months). Although an early
metastasis is not common in breast PTs, our patient
showed the signs and symptoms of lung metastasis in
a month after the first surgery. The common sites of
metastasis are lung (75.7%), bone (18.9%), brain
(10.8%), and liver (5.4%). The mean survival of
breast PTs patients with distant metastasis was
reported as long as 7 months in a study by Mitus and
colleagues. The longest survival is seen in patients
with bone metastasis, and the shortest survival can be
seen after brain metastasis.” Despite the short
survival, our patient did not have any metastatic
lesion in her brain.

Regardless of the tumor subgroup, the first-line
treatment of PTs is a surgery including lumpectomy,
wide local excision, and total mastectomy. Recent
reports confirmed the safety of a more conservative
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surgical approach in the treatment of phyllodes
tumors. Nowadays, in most protocols, breast
conservation with a sufficient margin is an
acceptable treatment. MacDonald et al. reported that
the size of the tumor could be influenced by
surgeon’s decisions regarding the limitation of
recurrence and cosmetic outcome.'* They stated that
thirty-six percent of the patients with a tumor of
larger than 5 cm could undergo breast-conserving
surgery. Nevertheless, 75% of patients with tumors
of smaller than 5 cm can be treated safely to avoid
total mastectomy. ', All in all, it is more of consensus
that mastectomy versus breast-conserving surgery is
significantly associated with a lower rate of local
recurrence and distant metastasis, particularly in
malignant PTs.” " Also, adequate surgical margin
reduced the rate of local recurrence, particularly in
malignant PTs though it did not have any impact on
distant metastasis.”*"

In the reported patients, the early local recurrence
can be justified by insufficient surgical treatments in
the first operation but the distant metastasis was not
related to the surgical treatment. It seems that some
subtypes of breast sarcomas could have an extremely
aggressive behavior which threatens the life of the
patients in a short period of time. Further studies is
suggested to discriminate the aggressive subtypes at
the first step. The outcome of the patients may differ
by selecting more aggressive local treatments and a
different systemic therapies.
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