
Case 1
Antonio Llombart‐Bosch

Clinical DataClinical Data
43-year-old woman with a nodule in the 

right breast.
No previous pathological breast lesion.
The tumor measured 6 cm. 
Frozen biopsy and tumor exeresis.
10 months later, a new local recurrence 

was detected  (5cms). Radical 
mastectomy.

4 years later, free of disease.
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PhyllodesPhyllodes tumortumor Grade IIIGrade III

Recurrence/Relapse 

Local recurrence (10 months later ). 
Nodule (4cms). Cytology  and frozen 

biopsy. Radical mastectomy and lymph 
node exeresis.
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FINAL DIAGNOSIS

• PHYLLODES TUMOR GRADE III

• PHYLLODES SARCOMA / PLEOMORPHIC 
LIPOSARCOMA.







MALIGNANCY CRITERIA:
• Abundant cellularity
• Nuclear atypia 
• Necrosis
• Mitosis >5 per 10HPF
• Peripheral tumor infiltration
• Capsule absence
• Pseudoangiomatous stromal hyperplasia absence 



Recurrence index in Phyllodes Tumor

• GRADE I   - 5%
• GRADE II  - 10 %
• GRADE III - 23 %

Survival associated factors.

• Tumor measurement 
• Multicentricity
• Histological grade 
• Margins resection 
• Metastasis (lung)



Histological subtypes
•Fibroadenoma
•Phyllodes tumor
•Pseudoangiomatous stromal hyperplasia
•Hamartoma
•Adenomyoepithelioma
•Metaplastic carcinoma
•Angiosarcoma
•Breast sarcoma



WHO CLASSIFICATION 
BREAST TUMOR ‐ 2004

Fibroepithelial tumors

Phyllodes tumor Grade I‐III

GRADE IGRADE I



GRADE IIIGRADE III

GRADE IIIGRADE III



WHO CLASSIFICATION 
BREAST TUMOR ‐ 2004

Mesenchymal tumors:

Same classification as bone and soft 
tissue tumors.
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CASE 2

Antonio Llombart‐Bosch



CLINICAL DATACLINICAL DATA

63‐year‐old woman with a nodule in left breast (ESQ)
The tumor measured 3cms
Fine needle aspiration cytology (positive for malignancy).
Frozen biopsy and quadrantectomy
Sentinel lymph node positive
3 positive for metastasis  lymph nodes from 16
Radiotherapy and chemotherapy.
Follow up, 2 years, free of disease.
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DIAGNOSISDIAGNOSIS

SQUAMOUS METAPLASTIC CARCINOMA SQUAMOUS METAPLASTIC CARCINOMA 
OF THE BREASTOF THE BREAST

TRIPLE NEGATIVETRIPLE NEGATIVE

SquamousSquamous metaplasticmetaplastic carcinoma of carcinoma of 
the breast. Study of 11 cases.the breast. Study of 11 cases.



WHO 2003 Classification.WHO 2003 Classification.
MetaplasticMetaplastic carcinoma. carcinoma. 

• Exclusively epithelial 
Squamous
Large cells queratinizing
Spindle cells 
Acantholytic

Adenocarcinoma with spindle cell differentiation
Adenosquamous including mucoepidermoid

• Mixed epithelial/mesenchymal
Carcinoma with chondroid metaplasia
Carcinoma with osseous metaplasia
Carcinosarcoma (with specific components)

Incidence Incidence 

• Squamous metaplastic carcinoma of the 
breast are rare and represent from  
0.06% to 1.1% of invasive carcinomas.



Diagnosis Criteria.Diagnosis Criteria.
SquamousSquamous metaplasticmetaplastic breast breast 

carcinoma.carcinoma.

• Absence of others neoplastic
components in the tumor.

• The tumor is not related to adjacent 
cutaneous structures.

• Absence of  primary squamous
carcinoma in other locations outside the 
breast. 

ClinicopathologicalClinicopathological summarizedsummarized
Variable Value

Total of patients  11

Age  62.5 (49‐89)

Clinical presentation 
Breast nodule
Cystic nodule

11 (100%)
7 (63.6%)

FNAB results
Positive

Suspicious
Negative

Not performed

7 (63.6%)
2 (18.2%)
1 (9.1%)
1 (9.1%)



ClinicopathologicalClinicopathological summarizedsummarized

Variable Value

Location
Left breast 
Right breast 

8 (72,7%)
3 (27,3%)

Surgical type 
Radical Mast + lymph nodes exeresis

Mastectomy
Quadrantec + lymph nodes exeresis

Quadrantec without lymph nodes exer

8 (72,7%)
1 (9,1%)
1 (9,1%)
1 (9,1%)

Tumor measure cms 3,3 (1,5‐5)

Variable Value

Histological grade
1
2
33

0
2 (18.2%)
9 (81.8%)9 (81.8%)

Nuclear grade
1 y 2
3

0
11 (100%)

Insitu ductal component 
absent
Poor 

Extensive

5 (45.5%)
4 (36.4%)
2 (18.2%)

ClinicoClinico--pathological summarizedpathological summarized



Variable Value

Lymph node status 
1
2
3

No lymph node exeresis

5 (45.5%)
3 (27.3%)
1 (9.1%)
2 (18.2%)

I 
IIA
IIB
No 

1 (9.1%)
4 (36.4%)
4 (36.4%)
2 (18.2%)

ClinicoClinico--pathological summarizedpathological summarized

Variable Value

Local and distance metastasis  

Yes
No

4 (36.3%)
7 (63.7%)

Metastasis sites 

•Axillary lymph nodes
•Brain and bone marrow

•Osseous  

1 (9.1%)
1 (9.1%)
2 (18.2%)

ClinicopathologicalClinicopathological summarizedsummarized



FollowFollow‐‐upup

Variable Value

• Died
•Alive

3 (27.3%)
8 (72.7%)

Free survival  (5 years) 2 (18.2%)

Conclusions. Conclusions. 
SquamousSquamous breast carcinomabreast carcinoma

• Incidence 2.5 %
• Average age 62.5 years (49‐89)
• Clinical presentation with breast nodule and 
cystic fluid in 7 cases. 

• FNAB positive for malignancy in 7 cases (63.6%)
• Tumor incidence predominant in left breast. 
• Tumor measurement (average 3.3 / 1.5‐5 cm 



Conclusions case 2Conclusions case 2

• The histological grade (Bloom–Richardson) and 
nuclear grade (Fisher) was high in all cases. 

• IIA and IIB were the predominant pathological 
status.

• Two tumors were negative for estrogen, 
progesterone and Her‐2 neu (null) and FISH 
analysis confirmed no Her2 amplification. 

• From 11 patients, 3 died and 8 are alive, free of 
disease (72.7%).

Case3
Antonio Llombart‐Bosch



CASE Nº3

72‐year‐old  woman  with  a  nodule  in  the  left 
breast. Radical mastectomy. The tumor measured 
5.3 cm, 6 lymph nodes were involved.. 
Adjuvant  systemic  chemotherapy,  loco  regional 
radiotherapy and hormonal therapy.
Thirty‐one months  after  diagnosis, metastases  in 
lung  and  brain.  Further  chemotherapy  and 
radiotherapy  failed  to  prevent  a  second  relapse. 
The patient died 35 months after diagnosis.

Grossly, showed a double nodule: a  round, 
circumscribed,  brown‐reddish  nodule 
measuring 5.3 cm with an elastic consistency 
and micro  cystic  areas;  it merged  together 
with a   second whitish, hard, satellite tumor 
of 2.2 cm. 
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HISTOLOGiCAL DIAGNOSIS

Metaplastic carcinoma of the breast of 
myoepithelial nature 

Am J Surg Pathol.2004,28.1076



Immunohistochemical analysis confirmed 
the participation of myoepithelial cells as the 
major component of the tumor, expressing 
positively for p63,CK 34beta and E12 
cytokeratin that have also been observed in 
myoepithelial cells derived metaplastic 
carcinomas of the breast (Koker and Leer 
(Am. J. Surg.Pathol. 28,11,1506-1512. 2004).

CYTOGENETICS 

All samples analyzed showed abnormal 
karyotypes in the triploid range, with many 
complex structural clonal abnormalities. No 
modal number was found, the majority of cells 
were between 64 and 69. A high number of 
metaphases showed abnormalities such as: 
dicentric chromosomes, acentric fragments, 
telomeric associations, breaks or dmin. 
6 cells showed a ring chromosome of double the 
normal size.



c

m2

m5

m4

b

m1

m3
m2

m r

Figure 2

c

a

d

der(5)t(5;22)
der(22)t(5;22)

5

b

der(9;22;?)

der(9;22;?)

der(11;22)

11

6

6

1

1

1

16



F h

c

3022

g

j k

d

r

hsr

hsr

i
hsr

dmin
r

r

e hsr

hsr

f

hsr

hsr

a

c
c

a
b

a

b

NUDE MICE TRANSFER

Fragments of primary tumor were inoculated into 
the backs of 4 to 6-week-old male BALB/c nude 
mice. 
Tumors were transplanted again to other nude mice 
for serial heterotransplantation. 
Samples of the tumors were processed for the 
histological, immunohistochemical, ultrastructural 
and genetic studies.
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G1/S checkpoint:homozygous deletion of the 
9p21 locus genes loss of p16INK4A, p14ARF, and 
p15INK4B transcripts

No p53 point mutations or MYCN, MDM2, cyclin 
D1 and CDK4 genetic amplifications.

Amplification of ERBB2 in the primary tumor, 
xenografts and cultured cells.

Microdissection: ERBB2 gene amplification in 
both epithelial and mesenchymal areas of the 
primary tumor

ERBB2 amplification is an 
unstable process in which the 
number of gene copies increases 
markedly during tumor 
progression



GENOMIC INSTABILITY
This chromosomal instability is 
responsible for the phenotypic 
variability and poor outcome of 
MBC.

Am J Surg Pathol 29,347.2005
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