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(Abstract

Krnetastasis.

Phyllodes tumors are uncommon breast neoplasms, and distinguishing between benign and malignant variants can be chal-
lenging. Typically, metastasis occurs hematogenously, with lymphatic spread being very rare (less than 1%). In this article, we
will delve into a rare case encountered by us, where a woman presented with a malignant phyllodes tumor featuring skeletal
and lymph node metastasis. Following this, we will review the world literature on phyllodes tumor with axillary lymph node
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Introduction

Phyllodes tumors of the breast globally account for 0.3% to
1% of breast tumors [1]. The term 'cystosarcoma phyllodes'
was first coined by Johannes Muller in 1838, deriving its name
from the Greek words 'sarcoma,’ meaning flesh-appearing tu-
mor, and 'phyllon,' meaning leaf-like [2]. The World Health Or-
ganization (WHO) classifies this tumor into benign, borderline,
and malignant categories based on histological features such as
stromal cellularity, stromal overgrowth, stromal atypia, mito-
ses/high power field, and tumor margin [7]. Typically, they are
commonly found in middle-aged women aged between 35 and
55 years [3]. The biological behavior of the phyllodes tumor is
determined by its mesenchymal component.

Malignant phyllodes tumors often exhibit an overgrowth by the
malignant mesenchymal component, resulting in a reduction
of the epithelial component, including the distinctive leaf-like
pattern and the emergence of a spindle cell neoplasm [4]. Clini-
cally and radiologically, diagnosing malignant phyllode tu-
mors can be challenging, as they share similarities with benign
lesions such as fibroadenomas and benign phyllodes. Approxi-
mately 10-15% of phyllodes tumors are malignant, and among
these, 9-27% may develop metastatic disease [5]. Since most
malignant phyllodes tumors metastasize via the bloodstream,
nodal involvement is rare, and axillary lymph node dissection
is not routinely indicated [6].

Following surgical excision, the majority of these tumors re-
quire adjuvant treatment. In this context, we present a case and

conduct a literature review on malignant phyllodes with axil-
lary lymph node metastasis.

Case Presentation

A 66-year-old post-menopausal female, a mother of two, pre-
sented with upper back pain, difficulty walking, and left leg
weakness, prompting an evaluation elsewhere. MRI of the
spine revealed a hyperintense lesion at the D3 level involv-
ing the right pedicle, rib head, and transverse process, ac-
companied by an enhancing soft tissue component measuring
29x30x37 mm, causing cord compression.

During the evaluation, it was discovered that she had a long-
standing left breast lump. Physical examination revealed a
lobulated lump measuring 10 x 8 cm, involving the central
quadrant of the left breast with cystic-solid consistency. The
overlying skin was erythematous with dilated veins, and the
normal nipple-areola complex was observable. Lymph nodes
were found to be enlarged and mobile in the left axilla, while
examination of the contralateral breast, axilla, and neck re-
vealed no abnormalities. A core biopsy from the left breast
lump suggested a benign phyllodes tumor.

A PET CT SCAN further revealed an 18 F FDG avid, partially
necrotic, large lobulated mass in the left breast, likely repre-
senting a phyllodes tumor. Additionally, an 18F FDG avid lytic
lesion was identified in the T3 vertebra with an extradural soft
tissue component, indicating a metastatic lesion.
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Figure 4, B, C - show CT and PET CT images demonstrating a tracer avid solid cystic lesion in the left breast
with metastatic left axillary lymph node.
Figure D — MRI showing pathological fracture of D3 vertebral body with epidural soft tissue component causing
canal compromise suggestive of metastasis.

Subsequently, the patient underwent D1-D6 instrumental fu-
sion, posterior decompression with D3 laminectomy, and gross
tumor total excision with iliac graft placement. The histopa-
thology report of the D3 lesion indicated a spindle cell neo-
plasm. Immunohistochemistry (IHC) results suggested fea-
tures of undifferentiated high-grade sarcoma, as the tumor
exhibited positivity for SMA, CD99, and BCL2, while being
negative for desmin, H-caldesmon, S-100, CD34, EMA, pan-
cytokeratin, and STAT6. The proliferation index was measured
at around 80-85%. She presented to our institution with the
aforementioned reports. Sarcomas conventionally requires a
higher dose of radiation for disease control to a range of 60 -70

nant stromal components (blue arrow — malignant compo-
nent; green arrow — benign component); H&E, 10X.
Figure F: Sections from breast parenchyma displaying highly
pleomorphic spindled tumor cells in sheets (H & E, 10X).
Figure G: Sections from the axillary lymph node displaying
metastatic tumor (blue arrow — lymph node, green arrow —
tumor);, H & E, 10X.
Figure H: Sections from the spinal lesion displaying pleomor-
phic spindled to oval cells arranged in fascicles (H & E, 10X
& 40X).

Gy in 2 Gy per fraction. However, the spinal cord tolerance is
only 45-50 Gy maximum. As the spinal lesion is the only site
of disease, to achieve maximum tumoricidal dose with mini-
mum normal tissue damage, the Stereotactic body radiotherapy
technique was utilized and 40 Gy in 8 fractions was delivered
on alternate days.

In the multidisciplinary discussion, it was decided to proceed
with breast surgery. This decision was influenced by the un-
derstanding that the initial biopsy from the breast might not
represent the entire mass, and furthermore, there was an as-
sociated sarcoma.

The second stage involved a left total mastectomy with axil-
lary lymph node sampling due to intraoperatively noted en-
larged axillary lymph nodes. Histopathology results indicated
a malignant phyllodes tumor with marked stromal cellularity,
stromal atypia, stomal overgrowth, and 26 mitoses per 10 high
power fields. Notably, 1 out of 3 lymph nodes showed involve-
ment. Considering the diagnosis of malignant phyllodes with
vertebral and lymph node metastasis, the treatment focused on
disease control. Subsequently, the patient received 3 cycles of
doxorubicin and ifosfamide once every 3 weeks.

Discussion

Phyllodes tumors of the breast are rare fibroepithelial neo-
plasms with a wide range of clinical behaviors. Malignant
phyllodes tumors are characterized by marked nuclear pleo-
morphism of stromal cells, stromal overgrowth (defined by the
absence of the epithelial component in one low-power micro-
scopic field), diffuse stromal cellularity with increased mitotic
activity (> 10 per 10 high-power fields), and infiltrative bor-
ders. In 2012, the 4th edition of the WHO Breast Tumor Clas-
sification introduced a table listing the histological criteria for
phyllodes tumors [7].

Phyllodes tumors typically manifest as rapidly growing breast

Citation: Sruthi Cheera*, Swathika Kannan, Lohitha Krishna, Sulakshanna, Sasi Mouli, Sandhya A, Karthik, Sandeep Desai and Srinath B. Unusual
Presentation of Malignant Phyllodes Tumor with Metastasis to Axillary Nodes - A Case Report and Review of Literature. IJCMCR. 2024, 41(4): 004 2

DOI: 10.46998/1JCMCR.2024.41.001019


https://dx.doi.org/10.46998/IJCMCR.2024.41.001019

ijclinmedcasereports.com

Volume 41- Issue 4

Histological features | Benign Boderline Malignant
Stromal cellularity Mild Moderate Marked
Stromal atypia Mild Moderate Marked
Mitosis (per 10 HPF) | <5 5-9 >10
Stromal overgrowth Absent Absent or focal Present
Tumor margin Well-defined | Well-defined or focal infiltrative | Infiltrative

lumps, with other symptoms and signs that are non-specific,
making clinical diagnosis challenging. Distinguishing between
Phyllodes Tumors (PT) and fibroadenomas through ultrasound
(US) and mammography can be difficult. On mammography,
a PT typically presents as a well-circumscribed, hyperdense
or isodense, round or oval mass. Conversely, significant sono-
graphic features favoring the diagnosis of Phyllodes Tumors
(PT) over fibroadenomas include a lobulated shape, a heteroge-
neous internal echo pattern, and the absence of microcalcifica-
tions. Importantly, neither sonography nor mammography can
reliably distinguish between malignant and benign PTs [8,9].
While FNAC is not a reliable method to distinguish a fibroad-
enoma from a phyllodes tumor, core needle biopsy has been
proposed as a more effective approach for preoperative diag-
nosis. Nevertheless, the definitive diagnosis should ultimately
rely on the pathological examination of surgical specimens
[10].

Immunohistochemistry reveals distinctive features, with the

expression of p53, Ki-67, CD117, EGFR, pl16, and VEGF
showing the highest levels in malignant phyllodes tumors and
the lowest positivity in benign cases [11]. Some authors have
delved into the genetic landscape of fibroepithelial lesions, re-
vealing a similarity in the profiles of benign phyllodes tumors
to fibroadenomas. In contrast, malignant phyllodes tumors
were identified as claudin-low and basal-like [12]. Genome-
wide analyses involving DNA copy number variations and
genomic sequencing have unveiled notable amplifications and
deletions. In addition to loss-of-function mutations in TP53,
deleterious mutations in RB1 and NF1, mutations in PIK3CA
and ERBBA4, and high-level copy number variations of EGFR
have been detected in borderline/malignant tumors [13,14].

Hawkins et al. and Kessinger et al. established a robust correla-
tion between stromal overgrowth and metastasis, noting that all
metastatic lesions contained only stromal elements. Phyllodes
tumors inherently harbor recurrence and/or metastatic poten-
tial, varying based on histologic grade. Clinical behavior may
not always align with histologic appearance, as both malignant

Author Country | Year | Age Finding References
Treves N., et al USA 1964 | Median age of 45 | Among the 33 cases of malignant cystosar- | (5)
yrs coma phyllodes, only one exhibited axillary

lymph node involvement

Norris and Taylor USA 1967 | The median age is | Among the 94 cases analyzed, three patients | (23)
45 years presented with clinically enlarged axillary
lymph nodes. However, histological verifica-
tion confirmed this finding in only one case.
Minkowitz., et al USA 1968 | 29 yrs A case report detailing axillary Iymph node | (24)
metastasis
Sadami Harada et al Japan 1987 | 46 yrs In this case report, there is evidence of inter- | (25)

pectoral lymph node involvement.

Reinfuss., et al
51 yrs

Poland 1993 | The mean age of

Out of the 55 cases analyzed, 11 (20%) ex- | (26)
hibited enlarged axillary lymph nodes, but

only one case demonstrated metastasis

Staren., et al USA 1994

This case series comprises 26 patients, with | (27)
only one showing axillary lymph node in-

volvement.

Prachi P. Agrawal, et al | India 2006 | 45 yrs

In this case report, 13 out of 24 axillary | (28)
lymph nodes showed involvement

Sanguinetti, et. Al Ttaly 2012 | 45 yrs

In this case report, all nineteen lymph nodes | (29)
were sites of metastatic disease

So Hyang Moon et al Korea 2019 | 48 yrs

In this case report, one out of 32 lymph nodes | (30)

tested positive.

AlamAraShafi., et al Saudi] 2019 | 45yrs

Arabia

In this case report, it was observed that six | (6)
out of 25 axillary nodes and one pectoral

node exhibited positive findings

Quang Hong Le., etal | Vietnam | 2021 | 57 yrs

In this case report, there is a single histologi- | (17)
cally proven axillary lymph node, measuring
Ix2cm

Hubert Hauser., et al Austria 2022 | 59 yrs

Case report — 1 out of Il axillary lymph | (4)

nodes was positive for malignancy.

Kirstie Mundok., et al | USA 2023 | 39 yrs

In this case report, one out of the two lymph | (31)
nodes tested positive for malignancy
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and borderline tumors exhibit metastatic capabilities [15,16].
Distant metastasis is observed in 25% of malignant phyllodes
tumors, compared to 10% in all phyllodes tumors. Interest-
ingly, 3-12% of metastatic cases emerge at the time of pre-
sentation or as late as more than 10 years later [17]. The most
frequent sites for metastasis in malignant phyllodes tumors are
the lung (66%), bones (28%), brain (9%), and liver [18,19].
Rare instances of distant metastasis involve the adrenal glands,
kidney, skin, ovary, heart, pleura, oral cavity, duodenum,
pancreas, tonsillar, and para-aortic nodes. Similar to other
sarcomas, malignant phyllodes tumors primarily metastasize
hematogenously, with lymphatic spread being exceptionally
rare [20]. As per NCCN guidelines, the recommended treat-
ment for phyllodes tumors, encompassing benign, borderline,
and malignant subtypes, involves local surgical excision with
tumor-free margins of 1 cm or greater. Lumpectomy is the pre-
ferred surgical approach, with total mastectomy deemed nec-
essary only if lumpectomy cannot achieve negative margins.
Some literature also describes a more radical approach, involv-
ing excision of the tumor with a 2-cm margin, encompassing
overlying skin and a portion of the underlying pectoralis major
muscle, aiming to mitigate local recurrence [36].

Due to the rare occurrence of lymph node metastasis in malig-
nant phyllodes tumors, routine axillary lymph node dissection
is not a common practice. In some cases, particularly in pa-
tients undergoing total mastectomy, sentinel lymph node biop-
sy or axillary sampling might be performed. According to the
literature, the reported incidence of axillary lymphadenopathy
is approximately 20-25% [21]. Axillary lymphadenopathy is
frequently indicative of an infected necrotic tumor rather than
metastasis [6]. However, in some instances, malignant trans-
formation within the epithelial component of phyllodes tumors
can occur, leading to the development of an associated invasive
or in-situ component (reported at 1.1 to 6%) and, consequently,
metastatic axillary lymph nodes [37].

Studies conducted by Bennett et al., Ramakant P et al., Chaney
AW et al., and Narayanakar RP et al., involving clinicopatho-
logical data and management of phyllodes tumors, included
30, 160, 101, and 162 patients, respectively. In these studies,
lymphatic spread was also evaluated, and they showed no evi-
dence of nodal metastasis [20-22].

In the literature, only a sparse number of cases featuring ma-
lignant phyllodes (without an associated invasive component)
with involvement of metastatic lymph nodes have been report-
ed.

Benign phyllodes tumors typically do not necessitate further
adjuvant treatment after margin-negative surgical resection
[32]. For borderline and malignant phyllodes tumors, adjuvant
radiotherapy is recommended, irrespective of the type of sur-
gery performed [33]. Adjuvant chemotherapy is considered for
high-risk individuals, including those with tumors larger than
5 cm, stromal overgrowth, and positive surgical margins where
re-excision is not feasible [34,35]. The European Society for
Medical Oncology (ESMO) guidelines align with criteria simi-
lar to those for extremity sarcomas.

In the first-line therapy, a combination of Anthracycline and
Ifosfamide (AI) may be more effective, especially for patients
with a performance status suitable for combination therapy.
Upon progression, in addition to a new line of chemotherapy,
pazopanib or trabectedin are reasonable options according to
NCCN guidelines.

Conclusion

Malignant phyllodes tumor of the breast is known for its un-
predictable and sometimes highly aggressive nature. Reported
cases of phyllodes with lymph node involvement remain scarce
in the literature. Consideration for axillary lymph node biopsy
or sampling is warranted in selective cases, particularly those
with large tumor sizes and suspicious locoregional nodes, es-
pecially in patients undergoing total mastectomy.
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