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HIGHLIGHTS ABSTRACT

· Rare tumor coexistence 

· Phyllodes spectrum identified   

· Imaging overlap observed 

· Histology confirmed diagnosis

· Early detection essential

Introduction: Fibroepithelial lesions of the breast comprise a diverse group of 

biphasic tumors ranging from benign fibroadenomas to phyllodes tumors, which are 

further categorized as benign, borderline, and malignant. Although fibroadenomas are 

common benign breast lesions, phyllodes tumors are relatively rare and may clinically 

and radiologically mimic fibroadenomas, making accurate diagnosis challenging. 

The coexistence of multiple fibroepithelial tumor types in a single patient is 

exceptionally uncommon and highlights the complexity of these lesions. Aim & 

Objective: To present a rare case demonstrating the complete histopathological 

spectrum of fibroepithelial breast lesions in a single patient and to emphasize the 

importance of careful pathological evaluation for appropriate diagnosis and 

management. Material & Methods: A 46-year-old female presented with bilateral 

breast lumps clinically suggestive of benign breast lesions. Radiological evaluation 

favored fibroadenomas. Surgical excision of the breast masses was performed, 

followed by detailed histopathological examination of all excised specimens. 

Results: Histopathological analysis revealed three distinct fibroepithelial lesions 

within the same patient, including fibroadenoma, benign phyllodes tumor, and 

malignant phyllodes tumor. The lesions showed overlapping radiological appeara-

nces, contributing to diagnostic difficulty. Microscopic evaluation demonstrated 

varying stromal cellularity, atypia, mitotic activity, and tumor margins corresponding 

to the different pathological entities. The presence of a malignant phyllodes tumor 

necessitated close clinical follow-up and further oncological management. 

Conclusion: This rare case illustrates the broad histopathological spectrum of 

fibroepithelial breast lesions and highlights the limitations of radiological diagnosis 

alone. Comprehensive histopathological assessment remains essential for accurate 

classification, prognostication, and treatment planning. Early recognition of 

malignant transformation within fibroepithelial lesions is crucial to optimizing patient 

management and reducing the risk of recurrence.
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INTRODUCTION

Fibroepithelial tumors of the breast are a heterogeneous group of 

biphasic neoplasms characterized by the proliferation of both 

epithelial and stromal components. These lesions encompass a 

broad histopathological spectrum ranging from benign fibro-

adenomas to phyllodes tumors, which may further be classified 

as benign, borderline, or malignant depending on their micro-

scopic features. Among fibroepithelial lesions, fibroadenoma is 

the most common benign breast tumor, particularly affecting 

young women, and is generally associated with an excellent 

prognosis. In contrast, phyllodes tumors are relatively rare fibro-

epithelial neoplasms, accounting for approximately 0.3–1% of 

all breast tumors and nearly 2.5% of fibroepithelial lesions [1,2]. 

Despite their rarity, phyllodes tumors are clinically significant 

because of their tendency for local recurrence and, in malignant 

cases, potential for distant metastasis.

Histologically, phyllodes tumors are graded into benign, border-

line, and malignant categories according to specific pathological 

criteria, including stromal cellularity, nuclear pleomorphism, 

mitotic activity, stromal overgrowth, and tumor margin charact-

eristics [3]. Benign phyllodes tumors usually demonstate mild 

stromal hypercellularity and low mitotic activity, whereas 

malignant variants exhibit marked stromal atypia, increased 

mitoses, infiltrative margins, and stromal overgrowth. Borderli-

ne tumors possess intermediate features between the two extrem-

es. Accurate histopathological classification is essential because
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fication is essential because treatment strategies, recurrence risk, 

and prognosis vary considerably across these categories.

Clinically and radiologically, fibroadenomas and phyllodes 

tumors often present as painless, mobile, well-circumscribed 

breast masses, making preoperative differentiation difficult. 

Imaging modalities such as ultrasonography and mammography 

frequently reveal overlapping features, including oval or 

lobulated hypoechoic lesions with circumscribed margins. 

Consequently, definitive diagnosis often relies on histo-

pathological examination following excision. The coexistence of 

different fibroepithelial lesions within the same patient is 

uncommon, while the simultaneous presence of fibroadenoma, 

benign phyllodes tumor, and malignant phyllodes tumor in a 

single individual is exceedingly rare. Such cases present 

significant diagnostic and therapeutic challenges because 

radiological findings may underestimate the biological behavior 

of the lesion [4,5]. Spectrum of fibroepithelial breast lesions 

from fibroadenoma to malignant phyllodes tumor (Figure 1).

The present case is unique in demonstrating the entire spectrum 

of fibroepithelial breast tumors within one patient, emphasizing 

the importance of meticulous pathological evaluation and 

adequate sampling of all excised breast lesions. Recognition of 

the variable histological patterns is crucial for appropriate 

surgical management, prevention of recurrence, and long-term 

follow-up, particularly in patients harboring malignant 

phyllodes components.

Figure 1: Spectrum of fibroepithelial breast lesions showing the macroscopic, microscopic, and histopathological 

progression from fibroadenoma to malignant phyllodes tumor.
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CASE PRESENTATION

A 46-year-old female presented with multiple, firm, mobile, 

non-tender lumps in both breasts. There was no nipple 

discharge, skin involvement, or axillary lymphadenopathy.

Radiology: Mammography and ultrasound revealed multiple, 

well-circumscribed hypoechoic masses bilaterally, initially 

reported as fibroadenomas.

Gross Pathology: Four encapsulated masses were received:

· TP-1: 14 × 7 × 4.5 cm

· TP-2: 13 × 6 × 3 cm

· TP-3: 5 × 3 × 2 cm

· TP-4: 2 × 2 × 1 cm

Cut surfaces were firm, grey to grey-brown, with focal cleft-like 

areas.

Microscopy:

· TP-1: Benign ducts with intact myoepithelial cells arrang-

ed in a leaf-like pattern within mildly cellular stroma, 

showing stromal overgrowth, hyalinization, and mild 

atypia - Benign Phyllodes Tumor.

· TP-2: Stromal tumor with pushing margins and focal 

infiltration into adjacent breast tissue. Cells were oval to 

spindle-shaped with moderate to marked pleomorphism, 

coarse chromatin, and numerous mitoses (45–50/10 HPF). 

Osteoclast-like giant cells, bizarre cells, stromal over-

growth, and heterologous osteoid differentiation were 

present - Malignant Phyllodes Tumor.
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· TP-3 & TP-4: Biphasic proliferation with pericanalicular 

and intracanalicular patterns, bland stroma, compressed 

ducts - Fibroadenoma. Thus, the histology demonstrated 

the full fibroepithelial spectrum in a single patient.

RESULT

Histopathological examination of four excised breast masses 

from a 46-year-old female revealed the coexistence of the 

complete spectrum of fibroepithelial lesions within a single 

patient. Radiological evaluation initially suggested multiple 

bilateral fibroadenomas. Grossly, the tumors were well-

encapsulated, firm, grey to grey-brown masses with focal cleft-

like spaces. Microscopic examination of TP-1 demonstrated 

features of benign phyllodes tumor, including leaf like 

architecture, mildly cellular stroma, stromal overgrowth, 

hyalinization, and mild atypia. TP-2 showed features consistent 

with maliagnant phyllodes tumor, characterized by marked, 

moderate to severe pleomorphism, numerous mitotic figures 

(45-50/10 HPF), stromal overgrowth, infiltrative margins, 

osteoclast like giant cells, bizarre stromal cells, and heterolo-

gous osteoid differentiation. TP-3 and TP-4 exhibited classical 

features of fibroadenoma with biphasic epithelial and stromal 

proliferation in pericanalicular and intracanalicular patterns. 

The findings highlighted the rare simultaneous occurrence of 

fibroadenoma, benign phyllodes tumor, and malignant 

phyllodes tumor in the same patient, supporting the concept of a 

biological and histopathological continuum among fibro-

epithelial breast lesions.

Figure 2: At 10x magnification- section shows hypercellular stromal tumour arranged haphazardly along with Multiple osteoclast 
like giant cells.
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Group Control Case 

Count  85 85 

Mean 56 58.8 

Std Dev 8.9 7.2 

Min 46 46 

25% 50 54 

Median  52 59 

75% 61 64 

Max 81 78 

P-Value  0.024  
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Figure 5: At 10x magnification- Section shows hypercellular stromal tumour arranged haphazardly along with heterologous 
component in the form of lace like pattern of osteoid formation is also noted.

Figure 4: At 40x magnification- tumour proper composed of oval to spindle shaped cells showing moderate to marked 
pleomorphism, plump nuclei, coarse chromatin, inconspicuous nucleoli and moderate amount of cytoplasm. Multiple 
osteoclast like giant cells are also notes.

Figure 3: At 10x magnification- section shows hypercellular stromal tumour infiltrating the adjacent benign breast tissue.
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Figure 8: At 10x magnification- Biphasic proliferation with pericanalicular and intracanalicular patterns, bland stroma, 
compressed ducts - Fibroadenoma

Figure 7: At 4x magnification- tumour proper shows benign ducts with intact myoepithelial cells arranged in a leaf-like 
pattern within mildly cellular stroma, showing stromal overgrowth, hyalinization, and mild atypia

Figure  1: A xial  CECT  Chest  Images Demonstrating a  Large  Homogenous  Soft T issue  

Mass  in  the  Mediastinum  with  Encasement  of V ascular  Structures  and  Mass  Effect

Figure 3: History of Present illness of Patients with Cerebrovascular AccidentFigure 4: Axial CT scan Showing Anteroposterior Expansion of Odontogenic Keratocyst with Cortical Thinning

Figure 2: Chief Complaints of Patients with Cerebrovascular Accident

Weakness  was  the  mos t  common compla in t  in 

cerebrovascular accident patients (31.67%), followed by 

visual symptoms (15.56%) and seizures (12.22%), while 

In cerebrovascular accident patients, most had a gradual onset of symptoms (65%), while a smaller proportion (35%) experienced 

a sudden onset

Table 4: BMI of Patients with Cerebrovascular Accident
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Table 4: Relationship Between FNAC Aspirate Appearance and Cytological Diagnosisabscess Symptoms No. of patients Percentage (%) 

Pain abdomen 123 60.2 

Fever 100 49 

Jaundice 69 33.8 

Others (Cough, 

Diarrhea, altered sensorium) 

18 8.8 

 

 
Addiction  

No of Patients   
p-value  

Total  N (%)  
Alcohol  105(51.47)  0.0544  

Tobacco  70(34.31)  0.203  

 

Table 3: Distribution of Cytological Patterns (FNAC Findings) 

Figure 6: At 40x magnification- Section shows heterologous component in the form of lace like pattern of osteoid formation

Table 3: Delivery Preference by Genders
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The bar graph highlights that Point-of-Care Ultrasound 

(POCUS) significantly reduces diagnostic time across 

various maternal emergencies. The greatest time saving is 

seen in ectopic pregnancy (55 minutes), followed by 

Figure  1: A xial  CECT  Chest  Images Demonstrating a  Large  Homogenous  Soft T issue  

Mass  in  the  Mediastinum  with  Encasement  of V ascular  Structures  and  Mass  Effect

Figure 3: History of Present illness of Patients with Cerebrovascular AccidentFigure 4: Axial CT scan Showing Anteroposterior Expansion of Odontogenic Keratocyst with Cortical Thinning

Figure 2: Chief Complaints of Patients with Cerebrovascular Accident

Nagelkerke R² = 0.24; Model χ² = 15.67, df = 3, p = 0.001; Classification accuracy = 78.6%

DISCUSSION

Fibroadenoma is the most common benign fibroepithelial tumor 

of the breast and predominantly occurs in women younger than 35 

years of age. These lesions are typically well-circumscribed, 

hormonally responsive tumors composed of proliferating stromal 

and epithelial elements arranged in pericanalicular or intra-

canalicular growth patterns. Most fibroadenomas demonstrate an 

indolent clinical course and are managed conservatively or by 

simple excision because recurrence and malignant transformation 

are rare. Molecular studies have shown recurrent MED12 

mutations in fibroadenomas, supporting a shared molecular 

background with other fibroepithelial lesions [4]. In contrast, 

phyllodes tumors are uncommon fibroepithelial neoplasms that 

usually present in women during the fourth and fifth decades of 

life as rapidly enlarging palpable breast masses. Grossly, they are 

lobulated tumors with characteristic slit-like cystic spaces, while 

microscopically they exhibit exaggerated intracanalicular 

architecture with leaf-like stromal projections lined by benign 

epithelium accompanied by variable stromal hypercellularity. 

According to the WHO classification, phyllodes tumors are 

categorized as benign, borderline, or malignant based on several 

histological parameters including stromal cellularity, nuclear 

pleomorphism, mitotic activity, stromal overgrowth, and tumor 

margins [3]. Benign tumors show mild stromal cellularity and low 

mitotic activity, whereas malignant phyllodes tumors display 

marked stromal atypia, increased mitotic figures, infiltrative 

margins, and stromal overgrowth. In some malignant cases, 

heterologous sarcomatous differentiation such as liposarcoma, 

chondrosarcoma, or osteosarcoma may also be identified, 

reflecting their aggressive biological behavior. Recent molecular 

studies further suggest that fibroepithelial lesions represent a 

biological continuum, with MED12 exon 2 mutations being 

common across fibroadenomas and phyllodes tumors, while 

additional genetic alterations including TERT promoter mutati-

ons, TP53 mutations, EGFR amplification, and chromosomal 

instability are more frequently associated with borderline and 

malignant phyllodes tumors [5,6]. These findings support the 

hypothesis that progression from fibroadenoma to phyllodes 

tumor may occur through the accumulation of stromal genetic 

alterations. One of the greatest diagnostic challenges in breast 

pathology is distinguishing cellular fibroadenoma from benign 

phyllodes tumor, particularly on core needle biopsy specimens 

where sampling may be limited. Both lesions can demonstrate 

increased stromal cellularity and overlapping architectural 

patterns, often leading to indeterminate diagnoses. However, 

features favoring phyllodes tumor include stromal heterogeneity, 

exaggerated intracanalicular growth, leaf-like architecture, 

stromal condensation around ducts, infiltrative margins, nuclear 

atypia, and increased mitotic activity [7]. In difficult cases, the 

descriptive diagnosis of “fibroepithelial lesion with cellular 

stroma” followed by complete excision is considered appropriate 

to allow adequate histological evaluation and definitive grading. 

In cerebrovascular accident patients, most had a gradual onset of symptoms (65%), while a smaller proportion (35%) experienced 

a sudden onset

Table 4: BMI of Patients with Cerebrovascular Accident
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Symptoms No. of patients Percentage (%) 

Pain abdomen 123 60.2 

Fever 100 49 

Jaundice 69 33.8 

Others (Cough, 

Diarrhea, altered sensorium) 

18 8.8 

 

 
Addiction  

No of Patients   
p-value  

Total  N (%)  
Alcohol  105(51.47)  0.0544  

Tobacco  70(34.31)  0.203  

 

Management strategies differ considerably between fibro-

adenomas and phyllodes tumors because of their differing 

recurrence potential and biological behavior. Fibroadenomas 

generally require conservative follow-up or simple excision, 

whereas phyllodes tumors, particularly borderline and malignant 

variants, necessitate wide local excision with histologically 

negative margins to minimize recurrence risk [8]. Recurrence 

rates increase with higher tumor grade, stromal overgrowth, and 

positive surgical margins. For malignant phyllodes tumors, 

surgical margins of at least 1 cm are generally recommended [9]. 

Although the role of adjuvant radiotherapy remains contro-

versial, it may reduce local recurrence in borderline or malignant 

tumors with close or positive margins or in recurrent lesions. 

Chemotherapy has shown limited benefits and is usually reserved 

for metastatic or unresectable malignant phyllodes tumors [10].

The present case is particularly remarkable because it demons-

trated the complete histopathological spectrum of fibroepithelial 

lesions within a single patient, including fibroadenoma, benign 

phyllodes tumor, and malignant phyllodes tumor. Such coexist-

ence is exceedingly rare and provides important insight into the 

morphologic and biological heterogeneity of fibroepithelial 

neoplasms. The case further emphasizes the concept of a 

pathological continuum between fibroadenoma and phyllodes 

tumor and highlights the critical importance of meticulous 

histopathological examination, extensive tissue sampling, and 

careful stromal assessment for accurate diagnosis and grading. 

Recognition of malignant transformation within fibroepithelial 

lesions is essential because it directly influences surgical 

management, prognosis, risk of recurrence, and long-term 

follow-up strategies.

CONCLUSION

We report a rare and diagnostically challenging case in which a 

single patient demonstrated the complete histopathological 

spectrum of fibroepithelial breast lesions, including fibro-

adenoma, benign phyllodes tumor, and malignant phyllodes 

tumor. Although these lesions share overlapping clinical and 

radiological features, their biological behavior and prognosis 

differ significantly. In the present case, imaging findings favored 

fibroadenoma; however, detailed histopathological examination 

revealed progressive stromal changes ranging from benign 

fibroadenoma to malignant phyllodes tumor with stromal atypia, 

increased mitotic activity, and infiltrative margins. This case 

highlights the marked morphologic heterogeneity of fibro-

epithelial tumors and emphasizes the critical role of meticulous 

histopathological evaluation, adequate tissue sampling, and 

long-term follow-up for accurate diagnosis, appropriate surgical 

management, and prevention of recurrence. 
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The bar graph highlights that Point-of-Care Ultrasound 

(POCUS) significantly reduces diagnostic time across 

various maternal emergencies. The greatest time saving is 

seen in ectopic pregnancy (55 minutes), followed by 
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CLINICAL SIGNIFICANCE 

The clinical significance of this study lies in its potential to bridge 

the gap between research findings and practical healthcare 

applications. It emphasizes the importance of translating 

scientific observations into meaningful improvements in patient 

care, diagnosis, and treatment outcomes. By highlighting real-

world relevance, the study contributes to evidence based medical 

practice and supports informed clinical decision making. 

Ultimately, the findings aim to enhance patient quality of life, 

optimize therapeutic strategies, and promote better disease 

management in clinical settings.

ABBREVIATIONS

WHO: World Health Organization 

MED12: Mediator Complex Subunit 12 

TERT: Telomerase Reverse Transcriptase 

TP53: Tumor Protein p53 

EGFR: Epidermal Growth Factor Receptor
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