
consistencies in diagnosis were shown among three
histopathologists with special experience of gynaeco-
logical pathology who had worked together in the same
institution for at least two vears.
The poor interobserver agreement in our studv may

simply reflect shortcomings in the diagnostic ability or
training of the members of the panel. The histopath-
ologists who took part in this study, however, were
all active in routine diagnostic histopathology, had
worked in different hospitals, and had considerable
experience of histopathology. Participation in a lengthv
study of this type necessitates considerable interest in
self assessment and insight into the problems that
prompted the study. The observers' awareness of the
problems associated with the diagnosis and grading of
cervical intraepithelial neoplasia is emphasised bv the
fact that invasive carcinoma was diagnosed with a high
degree of confidence and excellent interobserver agree-
ment, whereas cervical intraepithelial neoplasia grade I
was diagnosed with a low degree of confidence and
correspondingly poor interobserver agreement.
Although a significant degree of systematic observer
bias was seen, the diversity in the histopathological
background of the members of the panel and their
evident high motivation and awareness of problems
combined with previous observations"9 suggest that
inadequacy of the observers alone is an improbable
explanation for our findings.
An alternative and more likely explanation is that the

poor agreement among observers is largely caused bv
shortcomings in the morphological criteria used to
diagnose cervical intraepithelial neoplasia and in
the current grading system. Cervical intraepithelial
neoplasia has been described as a continuum of
abnormality; its subdivision into three grades creates
two internal boundaries, and our results show that the
location of these boundaries is highly subjective.
Morphological criteria currently used in the diagnosis
of cervical intraepithelial neoplasia probably identify a
heterogeneous group of abnormalities rather than
distinct histological stages in the development of
cervical carcinoma. Morphological changes resembling
cervical intraepithelial neoplasia can be induced by a
non-carcinogenic chemical such as podophyllum resin;
these changes regress when the chemical is with-
drawn."' Nasiell et al found a rate of regression of 65%
in mild dysplasia, 54% in moderate dysplasia, and 430/o
in severe dysplasia, the rate of progression being
23%, 30%, and 38% respectively. 12More recently
Robertson et al in a survey of 1781 women with mild
dyskaryosis found a reversion to normal in 46% of the
patients." Therefore, additional methods are needed
to improve the accuracy of diagnosis of the preinvasive
stages of cervical carcinoma and to define the prognosis
of any morphological abnormalities identified.

Several possible ways of improving our understand-
ing of the natural course of the disease are currently
being explored. Many varieties of human papilloma-
virus have been identified, and their role in the
progression of cervical neoplasia is being studied; some
subtypes of human papillomavirus infection may be
associated with an increased risk of progression
to invasive carcinoma. An American study on the
prognostic importance of measurements of nuclear
DNA showed that 91% of diploid or polyploid lesions
regress and 9% persist.'4 In contrast, 81% of aneuploid
lesions in this series persisted, 12% progressed to
invasive carcinoma, and 7% showed normal results
on follow up. The best morphological indicator of
aneuploidy was the presence of atypical mitotic figures.
It may well be useful to examine more sections from
colposcopic cervical biopsy specimens in a search for

abnormal mitoses and to combine morphological assess-
ment of low grade cervical intraepithelial neoplasia
with nuclear DNA measurements.
Our results conclusively show that the current

system of grading cervical intraepithelial neoplasia is
poorly reproducible between observers and that
there is considerable overlap between non-neoplastic
squamous proliferations and the lower grades of
cervical intraepithelial neoplasia. Accordinglv, we
suggest that an inaccurate poorly reproducible grading
system, which in any case is not essential to current
clinical management, should be altogether abandoned,
that the three subdivisions of cervical intraepithelial
neoplasia should be abolished, and that pathologists
should be prepared to diagnose and gynaecologists to
accept a borderline category.
The cervical cytology screening programme is detect-

ing increasing numbers of women with minor cyto-
logical abnormalities who are subsequently referred for
colposcopic biopsy with resulting increasing pressure
on colposcopy and histopathology services. A border-
line category of cervical intraepithelial neoplasia is in
practice already being used by some histopathologists,
and we believe that the formal introduction and
widespread use of such a category with its clinical
implications of follow up without treatment will enable
us to elucidate the natural course of these minor
abnormalities. Hence ultimately we may be able to
relieve the increasing pressure on scarce health service
resources by identifying the instances in which treat-
ment is unnecessary.

We thank Professor E D Williams for his interest in this
work and his helpful criticism of the manuscript.
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Correction

Waldenstrom's macroglobulinaemia: three cases in shoe
repairers

An editorial error occurred in the authors' names of this paper by
Dr Lorna 1\ Williamson and others (25 February, p 498). The
third author is Jonathan R Worters and not Jonathan R Waters as
published.
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