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The dilemma of ASC-US 

Jorge Sánchez-Lander 

 

"But Mujiquita did not let him finish: - Look, Santos: go on without me. You bring the theory, but I have the practice.Do what I suggest 

... ". 

Doña Bárbara, Rómulo Gallegos, 1929. 

 

The first version of the Bethesda System for cytological reports came to break with a well-established form of classification.  It was 

striking that, in dealing with the simple and useful 1968 Richart’s Classification (NIC), arose a system that sought to place each of the 

cytologic findings on a well-defined category. The new classification contemplated criteria for evaluating the adequacy and 

appropriateness of the sample with a quality control system, a concept very popular in the eighties. Well specified categories, and 

something new for that time, melted into one category the cytological findings compatible with CIN 2 and CIN 3, in what was called the 

High Grade Intraepithelial Lesion (HSIL), were part of its many attractions. In any classification system trends show a relentless pursuit 

of a way, almost Cartesian, to classify all the observed, and nothing will escape without falling into long classification systems and 

ineffective boards. The other ideal target is qualify on a few categories, ie more than one category, since the unique need not be 

classified, but no more than two, to keep things simple. It's definitely easier to make decisions within a system of dual or binary 

classification with only two categories, the bad and the good, white and black, high or low degree, but this benefit seems reserved only 

mathematical systems where the idea of absolute truth and an untruth, is common.   

The Bethesda System deploying a new league table including, from the insufficient sample to carcinoma in situ, through the 

categorization of infectious, inflammatory and less frequent cytologic findings, included a category that many of us missed. The 

inclusion of ASC-US (Atipical Squamous Cells of Unknown Significance) was a proof that there was still not yet explored the corner, or at 

least not yet well deciphered within the cytological findings.  But, how was it possible to accept a classification system that included at 

least two categories totally inaccurate (ASCUS and AGUS)? It was more convenient to keep the previous classification? Many 

interpreted this category as a "mixed bag", which put all those samples that were not well understood, something like: "Here's 

something that does not look normal but we don’t know what it is". To avoid overuse of ASC-US, the first version looked that the 

laboratory had more than 10% of ASC-US in their reports had to be evaluated. 

Classification systems should theoretically cover all possible scenarios, with boxes rigorously grouping each case passing through the 

instrument explorer, trying to avoid the categories of "gray" or nuanced. For example, the postal system allows well-defined boxes 

placed in correspondence by the code. It would be a disaster for a group of letters that is broadcast daily in the world could be located 

in two or more zip codes at the same time or, more worryingly still, in none. The cytological classification remains a challenge, so keep 

these boxes where samples are placed is not yet known how they will behave in relation to risk, would be grouped and evaluated 

separately in order to interpret by tracking over a period of time and finally create a category unequivocally that satisfies both 

pathologists and clinicians. The Bethesda System seems to go by that route. In fact AGUS category was abolished in the penultimate 

version, among other reasons, because phonetically confused with ASC-US, leading to a better defined as AGC category. 

The diagnosis of ASC-US, even almost fifteen years after its appearance, continues to cause discomfort in the clinician and the behavior 

should be designed for such cases. For patients and their families, the concern is not only that your Pap has "atypical cells", but worse, 

are of "unknown significance", something difficult to explain in a world like the present. After evaluating the modification of the 

Bethesda System in 2001, we can see that precisely the ASC-US category, was placed back under the microscope and achieved a new 

category, which further complicate the situation, is a step towards the elucidation of this group samples with ASC-US. The emergence 

of the category ASC-H (High Grade Squamous Cell Atipical) allowed not only to better interpret the ASC-US group but had come to 

recognize findings do not rule out the high probability that these atypical cells constituted an adequate predictor of occult HSIL in the 

cervix. After the modification, the category of Atypical Cells (ASC), was divided into those with risk of HSIL called ASC-H and those in 

which they still did not understand even the ASC-US. Again the search was done following the binary model of black and white. While 

this new approach allows unambiguous category as ASC-H, most likely disappear in a few years to be included in the category of HSIL, 

keeps the status of ASC-US. The new recommendations from the American Society for Colposcopy and Cervical Pathology emanating 

from its most recent meeting in Bethesda, Maryland from 14 and September 15, 2012, which are now available, shows a more 

conservative with ASC-US. Given its importance, this document was published simultaneously in the journal Obstetrics and Gynecology 

and the Journal of Lower Genital Tract Disease between late 2012 and March 2013. (1) 
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But the dilemma of ASC-US, not only observed in the diagnostic field, but moves the therapeutic field. The question that arises is: what 

to do against a cytologic diagnosis of ASC-US? Given the fact that the estimated risk of hidden cervical cancer in patients with cytology 

reported as ASC is very low (0.1-0.2%) (2), the three alternatives which are available in this situation are the following: 

• Repeat cytology every six months would allow make the decision based on the result of the new sample that in a large 

proportion will be normal in a period between 12 and 36 months. This alternative, widely used in North America, in 

Venezuela impresses not be well accepted, since in many cases can be interpreted as a contemplative attitude. 

 Conducting an assessment immediate colposcopy would allow a directed biopsy in cases in which the cytologic finding are 

accompanied by recognizable colposcopic changes. It is necessary to note that approximately 66% of patients with ASC-US 

are presented with a normal colposcopy. In fact this behavior is associated with higher costs of care and a possible 

overtreatment. 

 Conducting a test for determining high-risk HPV by hybrid capture method (HC2), allows to group patients with a diagnosis 

of ASC-US in those infected with high-risk HPV and those testing negative. The risk of hidden high-grade lesion, in patients 

with a diagnosis of ASC-US with viral identification tests negative for high-risk genotypes, is truly low and would allow 

successive cytological control them under greater certainty considerations. In fact on the recommendations of the 2012 

ASCCP suggests for patients with cytology reported as ASC-US older than 30 years and negative HPV test to keep annual 

checkup. While these who test positive for high risk HPV, would switch to a more strictly monitored. In this update of 

guidelines while recognizing that the presence of HPV 16 and 18 are associated with an increased risk of occult HSIL 

compared to these positive other than HPV 16 and 18, not recommended different behavior for this subgroup of patients. In 

an observational study in Venezuela HPV16 infection in histology was associated with a higher prevalence of CIN3 and 

cervical cancer than in those patients infected with high-risk HPV types other than 16, such as types 31, 33, 45, 52, 58 (68.6% 

vs 46.7%, respectively, P = 0.002). Similarly, infection with HPV 16 or 18 was also associated with more severe lesions 

compared with patients with infections different than 16/18 types (73.4% vs 50%, respectively, P = 0.0006). (3) 

The ASC-US category can only be overcome as long as we perceive it as a way to start generating increasingly distinctive categories and 

not as a mistake, as an opportunity to expand the accuracy of a classification system that is gaining popularity. ASC-US should be a base 

from which to build a specific category that will supplant and given its low risk of being associated with a hidden HSIL, avoid falling into 

the trap of overestimating their significance and overtreat the patient. What still remains to be answered is how long we will take 

understand what underlies the ASC-US and how to solve it. We are probably close but, with the publication in 2012, would not be 

expected to be 2018 before the next meeting of experts. 

*Instituto de Oncología Luis Razetti y Clínica Santa Sofía, Caracas, Venezuela.  
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