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Zona gris de la citología mamaria

Material escaso, inadecuado, no representativo

Mala interpretación del material obtenido

Lesiones de difícil interpretación

Acta Cytol. 1994 Nov-Dec;38(6):898-908.

The spectrum of the "gray zone" in breast cytology. A review of 186 cases of

atypical and suspicious cytology. al-Kaisi N.



Zona gris de la citología mamaria

• Lesiones de difícil 
interpretación en 
cuanto a su 
benignidad-
malignidad.

• Lesiones en las que se 
corre el riesgo de 
hacer un 
sobrediagnóstico o un 
infradiagnóstico.



Zona gris de la citología mamaria

Autores
Sospecha

Nº de casos

Biopsia benigna

Nº de casos

Mulford et al (1994) 86 77 (11.6%)

Al-Kaisi (1994) 95 27 (28,5%)

Wang et al (1996)
41 3 (7%)

Kim et al (2000)
13 3 (23%)

Özakara et al (2002)
35 7 (20%)

Kanhoush et al (2004) 162 27 (17%)

Mercedes Santamaría Martínez*, Pedro de Llano Varela *, María Asunción Arrechea Irigoyen**



“Atipia” en la citología de mama

Diagn. Cytopathol. 2004;31:285–288.

•1,568 breast FNAs 

•64 cases (4%) atypical, 38 cases had correlated 

histological material. 

•The review of these 38 surgical pathology cases 

revealed malignancy in 14 cases (37%) and benign 

lesions in 24 cases (63%)

• Benign: Fibrocystic change     (12/24) 

Fibroadenoma (3/24)

Tubular adenoma (2/24) 

Nonspecific findings (7/24)

• Malignant:Ductal carcinoma (9/14) 

Lobular carcinoma (3/14)

DCIS (1/14)

Tubular carcinoma (1/14).

In conclusion, our study confirmed that the diagnosis 

of atypia is clinically significant because it is still 

associated with a significant probability of malignancy 

(30–40% for those patients in whom surgical sampling 

was performed).

No morphological criteria are able to reliably 

differentiate benign and malignant lesions in all breast 

FNAs.



• Cambios por lactación

• Fibroadenoma

• Proliferacion epitelial con atipia D o L

• Proliferaciones papilares

• Carcinomas de bajo grado
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• Aspirados de 

moderada o alta 

celularidad

• Células sueltas

• Células grandes con 

núcleos grandes

• Nucléolo prominente

Cambios por lactación



• Citoplasma amplio y 

vacuolado y muy tenue

• Núcleos desnudos

• Núcleos redondos con 

cromatina activa pero 

regular

• Nucléolo único

• Fondo granular espumoso

rico en lípidos

Cambios por lactación
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Fibroadenoma



• Celularidad moderada o alta

• Placas cohesivas y ramificadas con 

células mioepiteliales

• Núcleos bipolares desnudos

• Puede haber algunas células apocrinas o 

células espumosas

Fibroadenoma



• Pérdida de cohesión celular

• Grupos papilares

• Atipia celular

• No hay necrosis

Fibroadenoma



Fibroadenoma vs malignidad



Fibroadenomas With Atypia: Causes of Under- and Overdiagnosis by 
Aspiration Biopsy

Aylin Simsir, M.D.,* Jerry Waisman, M.D., and Joan Cangiarella, M.D.

Fibroadenoma vs malignidad

Diagn. Cytopathol.2001;25:278 –284.

•Although the cytologic diagnosis is straightforward in most cases, cellular discohesion and 

atypia in FAs may lead to falsely atypical or positive FNAB diagnoses. 

•Conversely, some adenocarcinomas mimic a fibroadenomatous pattern on FNAB, resulting in 

a false negative diagnosis.

•980 smears were assessed for cellularity, cellular discohesion, presence of dissociated intact 

cells and nucleoli, nuclear pleomorphism, oval bare nuclei, and stromal fragments. Twenty five 

(2.6%) of these were diagnosed as atypical,

•At excision, 88% of FAs classified as atypical on FNAB were benign (FA with ductal 

hyperplasia and lactational change, myxoid FA, and other fibroepithelial lesions).

•Two (8%) cases were carcinomas on excision; the reasons for underdiagnosis in one case 

reflected sampling, and in the other, interpretative error. (zona negra)

•One (4%) benign phyllodes tumor which lacked stromal fragments and single stromal cells on 

FNAB smears. The lesion was called atypical, based on the epithelial discohesion on the smears.



Fibroadenomas With Atypia: Causes of Under- and Overdiagnosis by 

Aspiration Biopsy

Aylin Simsir, M.D.,* Jerry Waisman, M.D., and Joan Cangiarella, M.D.

Fibroadenoma vs malignidad

Diagn. Cytopathol.2001;25:278 –284.

We conclude that the majority of FAs with atypia on FNAB are benign lesions. 

Considering the grave consequences of a false-positive cytologic diagnosis, 

we recommend a conservative approach in interpreting FNAB smears which

overall display a fibroadenomatous pattern.



Fibroadenoma vs malignidad

Fibroadenoma con atipia



Fibroadenoma vs malignidad

Fibroadenoma con estroma mixoide



Fibroadenoma vs malignidad



Fibroadenoma vs T. Phyllodes

Cancer (Cancer Cytopathol) 2000;90:342–349. 



Fibroadenoma vs T. Phyllodes

Cancer (Cancer Cytopathol) 2000;90:342–349. 

• Hypercellular stromal fragments occur not only in PT, but 
also in FA, and hence they cannot be used as the sole 
criterion for making a diagnosis of PT on FNA. 

• The proportion of individual long spindle nuclei (>30%) 
amid the dispersed stromal cells in the background is the 
most reliable discriminator between the two lesions. 

• Lesions in which long spindle nuclei constitute between 
10% and 30% may represent either PT or FA, and 
therefore such lesions should be categorized as 
indeterminate on FNA



Fibroadenoma vs T. Phyllodes

Cancer (Cancer Cytopathol) 2000;90:342–349. 



Tumor phyllodes



T. Phyllodes



PAAF de nódulo en cicatriz de mastectomía
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Hiperplasia sin atipias

Moderada celularidad

Grupos tridimensionales con buena cohesión

Moderada superposición nuclear 

Ligero aumento del núcleo y pequeños nucléolos

Células apocrinas, histiocitos y algunas calcificaciones

Pérdida focal de la polaridad

Algunas células mioepiteliales

Crecimiento en “remolinos”

Pequeñas luces. 

Hiperplasia Epitelial



Hiperplasia Epitelial

Hiperplasia con atipias

Muy celular

Amoldamiento celular con superposición de los núcleos

Anisocariosis

Cromatina en grumos

Células mioepiteliales

Rara vez apocrinas y macrófagos

Membrana nuclear irregular

Cromatina en grumos

Macronucléolos eosinófilos



Interobserver Variability in the Classification of Proliferative

Breast Lesions by Fine-Needle Aspiration: Results of the Papanicolaou 

Society of Cytopathology Study

Mary K. Sidawy, M.D.,1* Mark H. Stoler, M.D.,2 William J. Frable, M.D.,3 Andra R. Frost, M.D.,1 Shahla 

Masood, M.D.,4 Theodore R. Miller, M.D.,5 Steven G. Silverberg, M.D.,6 Nour Sneige, M.D.,7 and Helen 

H. Wang, M.D.8

Diagn. Cytopathol. 1998;18:150–165.  

The categorization of proliferative breast lesions by 

FNA remains a challenge to the pathologist and the 

cytologic criteria need to be further defined and 

assessed. Decreasing the number of diagnostic 

categories is likely to improve the correlation between 

the cytologic and histologic diagnoses without 

compromising patient management.

„„Low risk lesions‟‟ (which encompass NPL and PL) may 

be managed conservatively and „„high risk lesions‟‟ 

(which encompass PLA and noncomedo DCIS) need to 

be biopsied.

In the current study, the agreement among the six 

raters in categorizing the 12 lesions was low (Kappa 

5 0.35). All six participants rendered the same 

diagnosis in only 2/12 cases.





Hiperplasia epitelial

Diagn. Cytopathol. 2007;35:296–299.



Hiperplasia epitelial



Hiperplasia epitelial

Grupos papilares en mastopatía



Carcinoma “in situ” 



Carcinoma “in situ”

Carcinoma cribiforme de bajo grado



Carcinoma “in situ”
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Carcinoma “in situ”
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Proliferaciones papilares

•No todo lo que diagnosticamos como 

“papilar” corresponde a una proliferación 

papilar

•Los mayores simuladores son 

fibroadenoma y MFQ

•La mayor parte de las lesiones se 

clasifican como atípicas o sospechosas



Proliferaciones papilares

Cancer (Cancer Cytopathol) 2002;96:92–100.



Proliferaciones papilares



Proliferaciones papilares



Proliferaciones papilares

Papiloma

MFQ



Proliferaciones papilares

Carcinoma papilar intraquístico



Proliferaciones papilares



Proliferaciones papilares

Carcinoma micropapilar
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Malignidad vs Benignidad



Malignidad vs Benignidad

Células apocrinas atípicas con abundante 

citoplasma granular

Núcleo grande e irregular

Marcada anisocariosis

Gran nucléolo - múltiple

Diátesis inflamatoria

Carcinoma apocrino



Correlación citohistológica



Zona gris de la citología mamaria

•La citología no siempre es capaz es capaz de llegar 

a un diagnóstico definitivo

•No se trata de falta de competencia del patólogo

•Amplio espectro morfológico de algunas lesiones 

de la mama

•Integración con la clínica y el diagnóstico por 

imagen



José Antonio López García-Asenjo

Joseantonio.lopezg@salud.madrid.org

Muchas gracias por su 
atención


