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two CIN 3 lesions were positive both for HPV 16/18 and HPV 31/35/51. We did
not find any CIN lesion to be associated with HPV 6/11 among our 41 patients
(Fig. 3).

In all 11 cases with different results of cervical swabs and tissue sections in the
HPV-ISH we reexamined the samples. In 8 positive samples (3 tissue sections
and 5 swabs) we found only a weak staining for HPV DNA (less than 2 % of the
squamous epithelial cells). In one case with strong staining for HPV 16/18 and
HPV 31/35/51 in the tissue section the corresponding swab was inappropriate
because the total number of epithelial cells was too low. There was one CIN
I lesion with a tissue section positive for HPV 31/35/51 and a cervical swab
positive for HPV 16/18.

Discussion

Specific types of HPV are linked to the genesis of neoplasias of the uterine
cervix with strong evidence (Howley, 1991; Zur Hausen, 1991). But up to now
this concept of a causal role of oncogenic HPV types in the pathogenesis of
cervical cancer has not yet resulted in a new strategy regarding how to treat
precursor lesions by distinguishing them according to the associated HPV type.
Due to the differences in sensitivity between the various methods of HPYV DNA
hybridization the term ,HPV-negative” becomes insignificant, because it sum-
marizes samples which are false-negative due to lack of sensitivity as well as
samples with unsequenced HPV types and finally those where papillomavirus is
really absent.

The higher HPV 16/18-prevalence in our CIN 3 subgroup compared with the
prevalence found in the CIN 1/2 subgroup fits in the concept of HPV 16/18
being a ,high risk” factor for progression to malignancy. To the contrary the
results ,HPV-negative”, based on ISH of one sample only was not a ,low risk”
factor because the false-negative rate was 6/20 for tissue sections and 4/18 for
cervical swabs when each sample group was compared with the accumulated
results of both groups.

There are some probable reasons for false-negative results of one sample. (1)
The number of infected cells might be low and therefore could be missed by one
section and/or swab. (2) Although tissue sections were usually chosen from the
center of the lesion, an adjacent HPV infection could be missed. Furthermore,
most HPV positive cells are found in the superficial layer of the epithelium.
Thus previous swabs might result in false-negative tissue sections. (3) As the cell
pellet of cervical swabs is divided into three portions the quantity of cells on the
three slides of each patient (one for HPV 6/11, one for HPV 16/18 and one for
HPV 31/35/51) differs. Therefore the associated HPV type might escape
detection if the number of epithelial cells on the corresponding slide is low and
infected cells too scarce,

We found an increase in HPV-detection rate when the results of the two
methods of sample-taking were summed up. In view of the known relatively low






