CAP-ASCCP LAST Project: History of Cervical/Vaginal Terminology

A. Cervical Precancer

Although descriptions of tumors arising in the female lower genital tract date
back to the writings of Hippocrates, histologic descriptions of cervical
malignancies do not appear in the western literature until the 19t Century.
Rudolf Vichow, in Lecture XX of his Cellular Pathology delivered in 1858, gives an
early description of the typical morphologic features of | ive squamous

carcinoma of the cervix. In addition, he describes surf cell abnormalities
that, “from the irregularity of their form, the size of t and their own large
dimensions, present rather the character of can f epithelium.”
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origin for the underlying malignancy. Sir Jo
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numbe ithladjacent surface epithelium showing “cellular

ibed as “suspicious changes” and included an

as later described as CIS. As with Williams, he noted
the presence o Abnormal cells within adjacent endocervical glands. He
theorized that squapous carcinomas of the cervix arose from these surface cells
and grew in two directions: “Inward” arising from the basaloid cells and
“outward” from more mature squamous cells into more of a cerebroid growth.

Rubin, in 1910, described three cases with cervical squamous surface cells that
demonstrated 1) indistinct cell outlines, 2) irregular large hyperchromatic nuclei
and 3) loss of maturation with stratification which he termed “incipient cancer”.
Rubin concluded that these surface changes represented the starting point of



cervical cancer, a conclusion supported by Schottlander and Schauenstein, but
not by Pick and others, who felt that cancer starts de novo and, therefore, cases
demonstrating changes only in surface squamous cells represent carcinoma
that was not sampled. The term “carcinoma in situ” appears to have been first
used by Rubin in 1918.

The concept of carcinoma in situ (CIS) was firmly established in 1932 by Broders,
who defined the term as a condition “in which malignant epithelial cells and
their progeny are found in, or near, positions occupied eir ancestors before
the ancestors underwent malignant transformation.” so stated that the
basement membrane had to remain intact. The his

proliferation into co
identification of ab
from the vagina, fi
clinical use until the

ond technique utilized the
cervical scrapes or by aspiration
aou in 1928 but not introduced for
nicolaou and Traut titled Diagnosis

cervical carcinoma, they classified

cinoma,” while others were described as only
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cells, Class Il - Atypical cytology but no

lass Il - Suggestive of, but not conclusive for,

gly suggestive of malignancy and Class V -

Conclusive fogmali . Papanicolaou noted that the ability to distinguish

diagnosed with ceftainty was Class V. In the end, confusion arose as to what
CIS represented, as it no longer seemed to be a distinct entity made up of a
particular type of malignant cell.

To better categorize various cell types into what constituted premalignant
squamous cervical lesions, attempts in the 1950s were made to better define the
cellular makeup of CIS and to categorize lesions that were considered
abnormal, but less than what constituted an in situ lesion. CIS was thus
separated into two types: 1) Small cell (undifferentiated-defined as sheets on



small basaloid cells extending from the base to within one to two cell layers of
the surface) or 2) Large cell (differentiated-defined as atypical cells with more
cytoplasm, but still lacking polarity, near the surface). It would then logically
follow that the poorly differentiated basaloid type carcinomas arose from the
former, while the large cell, better differentiated invasive squamous cell
carcinomas evolved from the latter. However, it soon became apparent that a
number of cases originally felt to be CIS by these morphologic criteria
spontaneously regressed. This was inconsistent with a category of “carcinoma”
so questions arose as to whether this category even exis

xisted surface
not fulfill the

During the 1950s, it became generally accepted th

In 1952, Reagan concluded that the ry, which he called
atypical hyperplasia, that correspo i malities with “greater

“dys” for “bad” and “plasia” for
“molding” and has bg of medicine, usually to describe a
benign proce at it was often difficult to differentiate

space”, and histology containing large numbers of
pia.” Koilocytotic atypia appeared to represent a

Even in the 1950s, some pathologists and clinicians argued that CIS was not the
precursor to cervical cancer. However, in 1956, the concept of carcinoma
developing from an intraepithelial lesion was eventually supported by Hertig
and Mansell, who noted that the incidence of both lesions was similar, and
included similar ethnic groups. In addition, the patient ages of development CIS
was earlier than that of invasive cancer by about 10 years, and some cases of
cervical cancer had documented CIS proceeding invasion.



In 1961, The First International Congress of Exfoliative Cytology was held in
Vienna, co-chaired by Reagan, to standardize the terminology for premalignant
cervical abnormalities. Normal epithelium, carcinoma in situ and invasive
carcinoma were classified as acceptable terminology, with the latter two
differentiated by whether or not the basement membrane had been breached.
CIS was defined as “Only those cases which, in the absence of invasion, show as
surface lining an epithelium in which, throughout its whole thickness, no
differentiation takes place. It may involve the lining of gl without creating a
new group. It is recognized that the cells of the upper layers may show
some flattening. The rare case of an otherwise char. carcinoma in situ

criteria for CIS were to be termed “dysplasi
as low or high grade, depending on the de
within the dysplasia. These terms were thus acc
pathologists and gynecologists throughout the 19 although the criteria to

identify these lesions were still someéw , reproducibility of these
diagnoses was poor.
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t cervical carcinogenesis is a continuum of disease
ical cancer, breaking down the concept that
dysplasia and a in situ must be treated differently. Because of this
“continuum” he caiped the term cervical intraepithelial neoplasia (CIN) to
emphasize the association as a precursor to cancer. Mild dysplasia was now
termed CIN 1, moderate dysplasia CIN 2 and severe dysplasia CIN 3. He found
“an absence of objective evidence to support the arbitrary division of CIN into
two diseases — dysplasia and CIS - and basing therapy on such a division.
Because all levels of CIN were potentially on a continuum to cancer, treatment
based on size and location of the lesion for all grades of CIN replaced the two-
division dysplasia/CIS model which dictated hysterectomy for most CIS (and
some severe dysplasia) but no treatment for many with dysplasia.

from mild dy



Although Koss suspected that koilocytotic atypia was “a warning that cancer
may be present elsewhere in the cervical epithelium”, he did not consider it to
be either precancerous or cancer and he did not suspect that it was due to a
virus. In 1976 Meisels and Fortein established the HPV etiology of the koilocyte
and demonstrated that many “so-called” dysplasias were manifestations of
HPV. At the same time, zur Hausen proposed that cervical cancer might be
caused by HPV.

In 1978, Koss gave support to the CIN terminology bu d the concern about

not matter since the therapeutic af
extent of the lesion than on grade.

continuance of two histolegic classifica ; the®WHO categories

developed at the 1964\ atiohal Conference on Exfoliative
Cytology, and the4 pmenclatke. The traditional WHO system
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2 different lesions arise de novo,
orrect in arguing that all grades of CIN were on

cancer/irreversibiligand therefore, word choices such as this should be thought
through very carefully before they are proposed for nomenclature. The fact that
CIN 1, which is not a true precancer, contains the word “neoplasia” highlighted
this issue. In 1984 Drake, the Chair of the Terminology Committee of the
International Academy of Cytology, argued that a “new terminology should 1)
Increase understanding between pathologists and between pathologists and
clinicians. 2) It should embrace the known biology of the morphology and
should try to incorporate all the known morphologies. 3) It must use words in their
correct sense. The construction of an ideal classification system should be seen



not as a challenge to tradition, or to science, but as an exercise in logic and
semantics.

By 1989 a number of interobserver variability studies brought into question the
validity of breaking down CIN into three grades, since intra- and interobserver
agreement were excellent for CIN 3 and invasive carcinoma, in the fair to good
range for CIN 2 and poor for CIN 1. Robertson proposed that the classification
be changed to a low grade (CIN 1 and 2) and a high grade (CIN 3) category.
Ismail proposed that the only lesions in this spectrum wh atural history
justified the designation CIN are those lesions referred s CIN 3, but that since
there was considerable overlap between CIN 3 an sions it was

of “continuum of progression of CIN 1 to CIN 2 he first
proposed in 1966. Instead he argued for two gra histology, low-grade
[CIN 1 and HPV] and high-grade [CIN 2,3]. the same year, Fox and

system” risked returning to the “unc men” and to
“overtreatment of others”. They also & ' vement to change
the terminology back to two tiers did ecologists, but from

s called. They also demonstrated that
Low Grade and High Grade as in TBS) was
system. Proposals to make histologic
the1988 Bethesda cytologic classification of LSIL and
n. However, Ostor’s classic 1993 study on

IN2>CIN3 provided some validity, on the basis of

progress or regresSypew markers other than morphology will need to be found to

accomplish this.”

Heatley, in 2002, from her review of papers published between 1966-2000 on
CIN2 reproducibility, epidemiology, response to treatment prognosis and
biological factors, proposed the use of similar terminology for both cytology
and histology, i.e. low and high-grade cervical intraepithelial abnormality. In
2003 Crum carried the argument for a two-tiered system forward, with low
grade (CIN 1) and high grade (CIN2-CIN3). He focused on the need to: 1)



differentiate low grade from non-dysplastic processes, 2) recognition of the
transformation zone biology and morphology, and 3) separation of CIN1 from
CIN 2-3 on criteria that identified the effects of viral oncogenes on replicating
cells. However, the move to accepting a two-tier system is still questioned by
some. Herbert, Arbyn, and Bergeron argued in 2008 that separating CIN 2 from
3 was justified on the basis of need to provide different management options
for each and that epidemiological stats would be skewed with CIN2/3
combined.

B. Cervical Microinvasive cancer
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The first descriptic a vaginal intraepithelial lesion was apparently made at
the Mayo Clinic in 1933 over a century after vaginal cancer was first described
by Cruveilhier in 1826, and as reported by Hummer in 1970. For several decades
the lesion was termed vaginal carcinoma in situ and was felt to be very rare, an
impression that continued with Woodruff’s 1981 review of all literature on vaginal
CIS in which he could find only 300 cases. However, increasing use of cytology
and colposcopy soon demonstrated that vaginal HPV-induced lesions were very
common, particularly those of lesser grade than CIS. By the 1980s the
terminology of vaginal intraepithelial lesions was tracking that cervical, i.e. the



terminology of vaginal intraepithelial neoplasia (ValN) came into common use,
with ValN 1 equating to low-grade, ValN 2 to moderate grade, and ValN 3 to
severe dysplasia/CIS.
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the College of A an Pathology Center-American Society for Colposcopy
and Cervical Pathotogy LAST Project Work Groups are presented for
informational and public feedback purposes only. The draft recommendations
and summaries will be removed from this website on February 13, 2012 and,
along with the public comments received, will be reassessed by the Work
Groups in order to finalize their presentations for the March 2012 LAST Consensus
Conference. These draft materials should not be stored, adapted, or
redistributed in any manner.
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