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Adenocarcinoma-in-situ (AIS) either does not precede all cases of glandular neoplasia or the current detection rate is a vast underestimate of the true prevalence.  AIS represents less than 1% of our current pre-invasive workload, yet almost 20% of our surgically-managed cancers contain a glandular element.  Whilst with squamous cancer and pre-cancer the preponderance of cases are pre-invasive, the reverse is true for glandular lesions.  Underdiagnosis is most likely to be the major contributive factor.  Our own data have confirmed that colposcopy, cytology and directed biopsy are inefficient in terms of diagnostic accuracy.  Glandular intra-epithelial neoplasia (GIN) may only be represented by small and discrete lesions, in over 60% of our series accompanied by a larger and more obvious squamous lesion.  One cannot dispute that areas of GIN are often recognised co-existing with invasive glandular neoplasms, therefore it would seem premature to discount the possibility of AIS having malignant potential.  For the present it should be assumed that the relatively low prevalence of AIS reflects sub-optimal detection, rather than it’s absence.

There has been much debate concerning the site of malignant transformation.  It has been suggested that the whole endocervical canal is at risk, and the multifocal and non-confluence are features of the disease.  This understanding of the natural history has formed the basis for hysterectomy as the treatment of choice.  Our data, and that of others, now seeks to question this hypothesis. The relative success of conisation in management, the close association with squamous lesions, and the morphometric analyses of the transformation zone and lower endocervical canal have led us to conclude that ‘skip lesions’ or isolated disease in the upper canal are the exception and probably represent preparation artefact.

The site of GIN, at or near the squamo-columnar junction, and the frequency with which intra-epithelial disease is noted in association with GIN suggests that certain similarities in aetiology should be considered.  It is recognised that squamous cancer and glandular cancer are of different aetiologies (although neither is clear).  It would appear likely that an external or environmental agent is involved, and that the end result of that agent, or agents, presence is primarily dependant upon the stage of physiological development of the affected epithelium. If the metaplastic process is fully established then a squamous outcome might be expected; if it is not then varying degrees of glandular and squamous admixture might be the natural outcome.  Whilst such a concept is purely speculative, our group have noted a significant difference in the age of menarche between patients with GIN, and those with CIN (J Cullimore, personal communication).  The natural dynamics of the transformation zone, menarche and coitarche are intimately related which supports the concept that the neoplastic insult and the stage of metaplastic transformation are key elements in histological outcome.  It is apparent that much more work is required to elucidate this relationship and develop this concept.     
