
LETTER TO THE EDITOR

Very early cytological and DNA-cytometric
diagnosis of in situ carcinoma in an immuno-
suppressed liver transplant recipient

The recent publication in this journal by Maraki et al.
(1) needs some critical comments. The case described
was apparently already included in the series published
by Maraki et al. (2) and thus is only a follow-up. Only
indirect reference to this is given. The supposed early
diagnosis of carcinoma by DNA-cytometry may be
overestimated by a reader not aware of these details and
metaanalysis of the results will be affected.
Secondly, the discrepancies of the initial diagnosis by

the pathologists on the incisional biopsy of course are of
central importance for the assessment and should have
been further outlined and documented. What does
�mainly mild’ (text) or �mild to severe dysplasia’ (Fig. 4)
mean? Probably mild dysplasia with focal severe dys-
plasia? One would like to have some kind of statement
like �a panel of four pathologists reached different assesse-
ments, e.g. two pathologists found mild, one found
severe dysplasia, onewas undecided (or whatever the con-
senses was)’. Figure 4 shows dysplasia, though not clas-
sifiable from the present photograph but probably more
than mild. The cytological specimen definitely shows
severe dysplasia. Thus total excision was clearly indica-
ted. What additional information important for further
clinical procedure was obtained by DNA analysis?
Finally, the anecdotal case reports by Maraki et al. (1,2)
with the demonstration of aneuploidy 1–32 months
before histology do not in any way prove the value of
DNA-cytophotometry for diagnosis of cancer or pre-
cancerous lesions in the oral cavity because the question is
not answered how often no dysplasia or carcinoma
develop after aneuploidy has been found. No one ever
doubted that aneuploid cells may be cancerous or pre-
cancerous cells. Likewise it would be interesting if
aneuploidy was ever found in apparently normal cell,
thus giving an indication of malignant potential not
recognized in histology or cytology.
The only conclusion that can be drawn from these

case reports is, that due to sampling errors incisional

biopsy of suspicious lesions is not reliable and that the
procedure should have been total excision right from the
start. It may be doubtful that in the case presented with
a highly suspicious clinical picture at a site of high risk,
a cytological examination was indicated at all; total
excision of the small-circumscribed lesion would have
been possible and not more hazardous to the patient
than the incisional biopsy. The failure of one method
(histology), which is not properly performed may not
prove the value of another method (DNA-cyto-
photometry).

Thus, the reports show that a representative cytolo-
gical specimen and a good cytopathologist are prefer-
able to a clinician obtaining poor specimens or a
histopathologist forced to make a diagnosis on inad-
equately sampled material.

Finally, it should be pointed out that the application
of DNA-cytophotometry on oral lesions mainly rests
on the published findings of the group of the Nor-
wegian scientist J. Sudbo (also cited by Maraki et al. as
the basis of their work and reference). Some scientific
publications of this group have been proven to be
falsified, their data on DNA-cytometry should be
critically reviewed under these circumstances. The value
of DNA-cytophotometry for oral diagnosis should be
re-evaluated also in view of the fact that after years of
fruitless application it has been virtually abandoned in
the diagnosis of cervical cancer and pre-cancer (pap-
screening).

Prof. Dr. A. Burkhardt
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Reply to Letter to the Editor

We hereby respond to the above mentioned letter
concerning our case report by Maraki et al. (1).
1 The same patient had indeed already been

mentioned in the publication by Maraki et al. (2).
Yet, at that time the final histological diagnosis of a
large oral in situ squamous cell carcinoma that has

now been communicated in our case report, was not
yet known. We have mentioned in our case report
that this case had been included in the aforementioned
publication. That had also been communicated to
the editor of the Journal of Oral Pathology and
Medicine in advance and his written agreement had
been obtained.
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2 As four different pathologists rendered three differ-
ent histological diagnoses on the same sections inde-
pendently from each other (one mild, two moderate and
one severe dysplasia), the rationale for DNA-cytometry
was to objectively clarify the presence or absence of
malignant cells. This goal has been successfully achieved
as this method correctly stated the presence of oral
cancer cells. But no consensus could be reached among
the pathologists on the grade of the supposed dysplasia.

The first written diagnosis of a mild dysplasia
obtained was declared as the �main’ one.

With �mild to severe’ we meant mild, moderate and
severe.

We doubt that the grade of squamous dysplasia can
be reliably judged from a printed colour image, as that
on p. 59 of our criticised publication.

The dysplastic lesion was not immediately resected, as
the liver transplantation was deemed more urgent by the
surgeons.

3 Remmerbach et al. (3) have documented a positive
predictive value of 100% for the subsequent histological
finding of oral squamous cell carcinoma in 181 patients,
56 with cancer, if DNA-aneuploidy was detected in an
oral smear. This article has been cited in our report. He
later reported on four cases in which DNA-aneuploidy
detected in oral smears preceeded the histological
diagnosis of cancer by up to 15 months (4).

Grote et al. (5) also reported a positive predictive
value of 100% for histologically proven cervical cancer
on 274 smears with mild or moderate dysplasias after a
mean follow-up of 3 months if DNA-stemline-aneup-
loidy was detected.

DNA-aneuploidy has so far never been found in
normal, only in dysplastic or otherwise abnormal oral
cells. This has been repeatedly documented by Rem-
merbach et al. (3, 6). But DNA-polyploidy, that is not
aneuploidy may occur in lichen planus (7), after local
radiation, chemotherapy (8) and epithelial regener-
ation.

4 Neither the insufficient reproducibility of subjective
histological grading of oral dysplasias that has repeat-
edly been documented (9–11) nor its limited predictive
value for the subsequent occurrence of oral cancer are
because of insufficient sampling. Wider excisions and
more representative histological diagnoses will not solve
the problem of limited reproducibility, which is inherent
to all subjective grading systems.

The proposal of a �total excision’ of the reported
lesion is not adequate, as its clinical appearance was
rather unsuspicious, the patient suffered from haemor-
rhagic diathesis and the liver-transplantation was esti-
mated priority number one.

We disagree, that the patient presented a �highly
suspicious clinical picture’, nor that it was a �small
circumscribed lesion’, nor that an excision would have
been �not more hazardous to the patient’ because of his
comorbidities.

It is not true, that histology was �not properly
performed’. Instead, the discrepant histological diagno-
ses were because of the well known limited reproduci-
bility of subjective histological grading of dysplasias. It

is not true, that the �clinician obtained a poor specimen
and that the histopathologist made a diagnosis on
inadequately sampled material’. The size of the initial
biopsy was 1 · 2 cm.

Even smears taken from normal looking mucosa
surroundig the lesion revealed DNA-aneuploidy; this
has been mentioned in our report. Meanwhile the oral
and maxillofacial surgeons resected a larger part of
the lateral border of the tongue in which an in situ
carcinoma was finally found by histopathology that
reached the resection margins.

It is not true that �the application of DNA-cytometry
on oral lesions mainly rests on the published findings of
the group around the Norwegian scientist Jon Sodbø’.
Our respective publications on that subject appeared
earlier and independent from that group (1–3, 4, 6, 12).
Whereas Sodbø et al. reported on DNA-measurements,
performed only retrospectively on archived tissue biop-
sies, we have only documented results obtained pro-
spectively on oral smears from patients for which we
also had clinical and mostly histological follow-up data.

The method of Diagnostic-DNA-Image-Cytometry
has been recommended and standardized by the Euro-
pean Society for Analytical Cellular Pathology, ESACP
(13–16).

It is not correct �that after years of fruitless appli-
cations it has been virtually abandoned in the diagnosis
of cervical cancer and pre-cancer’. Indeed 40 laborat-
ories in Germany currently perform DNA-image-
cytometry as a diagnostic routine procedure for the
evaluation of cervical dysplasias. This procedure is
reimbursed by all German health insurance companies.
The list of laboratories can be found in the website
http://www.sanfte-krebsdiagnostik.de: in the chapter:
�3.5 Welcher Arzt macht was?’. Among the users of this
method are five German university institutes of pathol-
ogy. In China screening for cervical cancer on smears is
currently performed in 20 early cancer detection centres
applying fully automated DNA-cytometry (17). The
screening-machines apply those diagnostic algorithms
that we have developed and published (18).

J. Becker,
A. Böcking,

U.R. Hengge,
D. Maraki

Universitätsklinikum Düsseldorf
E-mail: jbecker@uni-duesseldorf.de
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7. Biesterfeld S, Füzesi L, Härle F, et al. DNA-cytometric
detection of euploid polyploidization in oral lichen ruber
planus. Anal Quant Cytol Histol 1991; 13: 7–10.

8. Cartsburg O, Kallen C, Hillenkamp J, et al. Topical
mitomycin C and radiation induce conjunctical DNA-
polyploidy. Anal Cell Pathol 2001; 23: 65–74.

9. Abbey LM, Kaugars GE, Gunsolley JC, et al. Intraexam-
iner and interexaminer reliability in the diagnosis of oral
epithelial dysplasias. Oral Surg Oral Med Oral Pathol Oral
Radiol Endod 1995; 80: 188–91.

10. Karabulut A, Reibel J, Therkildsen MH, et al. Observer
vaiability in the histologic assessment of oral premalignant
lesions. J Oral Pathol Med 1995; 24: 198–200.

11. Abbey LM, Kaugars GE, Gunsolley JC, et al. The effect
of clinical information on the histopathologic diagnosis of

oral epithelial dysplasia. Oral Surg Oral Med Oral Pathol
Oral Radiol Endod 1998; 85: 74–7.
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