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Hyperchromatic crowded groups (HCGs) are also known as tissue fragments or microbiopsies. HCGs can be defined as: three dimensional aggregates, of crowded cells, with dark nuclei. They are important sources of interpretive problems in the Pap test.

HCGs are usually benign, representing entities such as clusters of endometrial cells, syncytial-like aggregates of basaloid cells in severe atrophy, and tubal metaplasia. We see them everyday in screening and we tend to pass them off as “nothing,” which in fact, they usually are. 

Unfortunately, sometimes, HCGs represent serious lesions such as carcinoma in situ, squamous cell carcinoma, or glandular neoplasia, in situ or invasive. And when HCGs are bad, they’re really bad. HCGs will never represent a low-grade lesion. Therefore, misinterpretation of HCGs as benign is a serious that can have important patient consequences and can lead to malpractice litigation.

There are two basic problems in interpretation of HCGs. First is not stopping to look carefully at the aggregates, because they can usually be correctly interpreted. Unfortunately, some benign HCGs are difficult to distinguish from neoplastic ones (and vice versa). This subset lacks diagnostic findings, making interpretation difficult. 

To evaluate HCGs, first look at low power, where hyperchromasia and abnormal architecture can be best appreciated. A spectrum of squamous dysplasia, an extremely helpful clue, can sometimes also be appreciated. Then, look at high power, to evaluate nuclear structure, including chromatin and mitotic figures. 

The classic description of carcinoma in situ is: syncytial aggregates of tightly bunched cells, with high N/C ratios and scant cytoplasm, and abnormal nuclei, with irregular membranes, coarse chromatin, and mitotic activity. Unfortunately, this classic description fails to encompass many of the common variant patterns of CIS. For example, rosettes or gland-like spaces, are common in CIS (glandular extension vs dual differentiation of reserve cells). The N/C ratios may be lower than usually expected, particularly in the large cell type of CIS. The cells can be cytologically bland and mitotic activity absent or rare. Nucleoli are also common in CIS. These unexpected patterns can be mistaken for benign or reactive changes. 

Atypical glandular cells commonly shed HCGs. Thus, AGCs are important in the differential.

