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A special and uncommon group of breast lesions with cytoplasmic and luminal 
features of secretion constitutes a minor butimportant group(1). The cells are 
characterized by bubbly cytoplasm with irregular apical cytoplasmic and nuclear 
protrusions as well as by secretions.  
 
Lesions characterized by hypersecretory changes and atypia were first 
described by Rosen (2) and Guerry et al. (3). Althoughthe latter paper by Guerry 
accepted an atypical hyperplasia category apart from the designation of DCIS, 
guidelines for segregation are not clearly available. We have attempted the 
following approach for segregation using our recent experiences as described in 
this paper. At the most benign end of secretion is the solitary lactational unit, at 
the other end of obvious ductal carcinoma in situ (DCIS) associated with 
hypersecretory changes (DCIS-HS). Frequent features of nuclear hyperplasia 
and/or bizarre nuclei are not proven to have direct clinical significance. Many 
lobulocentric changes associated with lactational cytoplasmic features may 
present without the clearcut diagnostic patterns of the most common atypical 
hyperplasia and low grade DCIS.  
 
We accept ( Kasami, M, et al, unpublished) four categories for these changes; 
one: hypersecretory changes without atypia (HS). Two: hypersecretory 
hyperplasia with atypia (HHA). The nuclei are often large and pleomorphic. 
These changes may be regarded as analogous to hypersecretory changes seen 
in the endometrium and usually referred to eponymously as Arias-Stella 
changes (4). HHA were characterized by nuclear atypia only (1). When specific 
features of atypical ductal hyperplasia (ADH)[which have been linked to clinically 
demonstrated increased breast cancer risk, and have histologic features of low 
grade DCIS in limited space, usually within a lobular unit] or DCIS are 
recognized (5-8), then a diagnosis of ADH or DCIS is rendered. Therefore, the 
third category is ADH associated with hypersecretory changes (ADH-HS), and 
the fourth is DCIS associated with hypersecretory changes (DCIS-HS). 
Hypersecretory lesions (HS, HHA, ADH-HS, and CIS-HS) are largely lobular-
based, and frequently associated with microcalcifications that are related to the 
secretory material.  
 
Lactational changes are often present in a limited number of lobular units 
without the nuclear protrusions, hyperchromatic and large nuclei, loss of polarity 
and proliferation that occur in HHA. When these lactational changes are present 
without HHA, they are diagnosed as such and have no known clinical 
significance by themselves. Lactational changes in many lobular units have 
been seen in association with hyperprolactinemia.  
 



Cystic changes may occur in more than 30 % of HS. Usually the cystic changes 
were microscopic and making enlarged lobules. Occasionally, the cysts are 
large and cystic hyperplasia or carcinoma was diagnosed(2.3).  
 
Similar changes to HHA have been reported by Fraser et al. (10), and found to 
have an association with formal atypical alterations in the setting of limited core 
needle biopsies. Similar observations linking columnar alteration of lobules with 
atypical lobular hyperplasia and tubular carcinoma have been made by Rosen 
(11) and Goldstein et al (12).  
 
Thus, in this case the diagnostic focus for the most significant lesion is on the 
true ducts and the presence of micropapillaryatypia/DCIS. A wide excision as a 
quandrantectomy was performed and minimal ductal atypia was present at the 
margins of acompletely embedded specimen. Several blocks from the center 
had extensive ( more than three ducts) involved with micropapillary DCIS. Close 
mammographic followup for reappearance of calcifications is being instituted.  
 
General Agreement in diagnosis and ADH (Atypical ductal hyperplasia) Most 
biopsies have general agreement in general categories, but there may be 
variation in interpretation with regard to availability of re-excision, etc.  
 
A recent concern has been lesions without hyperplasia, that tend to be lobular-
based and have some nuclear atypia and columnar alteration.  
 
These bear some similarity to lobular based lesions with hypersecretory activity. 
We believe that these lesions may be associated with formally defined patterns 
of atypical hyperplasia, but do not have any proven indication other than 
appearing adjacent to some low grade malignant lesions, usually ductal 
carcinoma in situ. 
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