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The term”borderline” or “premalignant” lesion of the breast can be used for a lesion which 

may behave in a benign or malignant manner. Of the many types of benign entities found in 

the human breast only a few have clinically significant premalignant potential. The well 

characterized premalignant lesions are atypical ductal hyperplasia (ADH) and atypical 

lobular hyperplasia (ALH). Two other lesions, such as unfolded lobules and usual ductal 

hyperplasia (UDH), are considered mainly as “risk” factors and by some authors as early 

premalignant epithelial abnormalities. 

 Hyperplastic breast lesions result from proliferation of the epithelial component 

within terminal duct lobular units. It has been found that hyperplastic lesions without atypia 

are associated with a slightly increased risk for breast cancer and that specific patterns of 

atypia, ADH and ALH, bear a generalized moderately increased risk for cancer anywhere, 

in either breast. Aiming at determining which of atypical hyperplasias are going to progress 

to invasive lesions, many studies have been published. 

ADH is considered as a midpoint in the histologic continuum of proliferative breast 

disease with unfolded lobules or UDH to represent the one end of the spectrum and ductal 

carcinoma in situ the other one. Epidemiological studies have indicated that the relative 

risk for invasive cancer is 4- to 5- fold for women with ADH at a median follow-up of 17 

years, although the reported degree of risk has varied among different studies. The tissue 

microdissection technique gives the opportunity to isolate and investigate, by molecular 

methods, specific areas of interest. In such studies it was found that p53 mutations are 

present in ADH. Detection of monoclonal microsatellite alterations in ADH and in ADH 

associated with breast cancer suggests that they may already be neoplastic. Loss of 

heterozygosity (LOH) identified at loci on chromosomes 16q and 17p in in situ and 

invasive ductal carcinomas also occur in ADH with similar frequence. LOH at 

chromosome 11q13 was found less frequently in ADH and in low grade ductal in situ 

carcinomas than in high grade in situ cases, suggesting that a putative tumor suppressor 

gene located on 11q13 locus may be involved in the transition from proliferative lesions to 

cancer. The premalignant potential of ADH lesions may also be tied to the proliferation rate 

and the percentage of ER positivity. Proliferation rates in ADH were estimated up to 5%, 
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higher than the rates found in normal ductal epithelium. ADH lesions are ER positive in 

80% to 90% of the cases. The increased levels of ER in combination with the possible 

presence of a hypersensitive mutated ER may be responsible for the greater rates of 

proliferation and selective growth advantage of ADH lesions.  

Using comparative genomic hybridization (CGH), gains (1q, 6q) and losses (16p, 

16q, 17p, 22q) were found in ALH and lobular carcinoma in situ in equal frequencies, 

suggesting the same neoplastic lesion at a similar stage of genetic evolution but with 

different extent. Moreover, recurrent 16q22.1 loss was observed in ALH and in in 

situ/invasive lobular carcinomas, for which the target gene is CDH1, that encodes the E-

cadherin protein. It was also demonstrated that an altered E-cadherin adhesion complex is 

an early event affecting ALH as well as lobular carcinoma in situ and occurs prior to 

progression to invasive disease. 

One of the most recent discoveries in breast parhology is the columnar cell lesions 

(CLLs). There is evidence that lobular neoplasia (ALH and lobular carcinoma in situ) 

shares gains (8q, 1q) and losses (16q, 17p, 12q) similar to those found in CLLs, ADH and 

low grade ductal carcinoma in situ. These lesions are now considered to belong to the low 

grade breast neoplasia family of intraepithelial lesions, which are non-obligate precursors 

of invasive tubular and lobular carcinomas. The practical issue is that low grade breast 

lesions and neoplasms often co-exist and the identification of one lesion should lead the 

pathologist to search carefully for the other associated lesions. 

Although some women with atypical hyperplastic lesions will develop breast 

carcinoma, no clinical, histologic and molecular data allow us, at least up to now, to 

identify accurately the “high risk” group of patients. This important field should be one of 

the major responsibilities of the Pathologist. 
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