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Abstract. Papilloma virus particles could be identified in
material from a fibroma of the tongue. Histology revealed
an imitated fibroma with a very high degree of intranuclear
and cytoplasmic vacuolization.
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Papilloma viruses are known to induce benign
epithelial or fibrocpithelial proliferations of skin and
mucosa (13). In the oropharyngeal region these vi-
ruses are found to be associated with tumours of
uncertain dignity such as laryngeal papillomas.
focal epithelial hyperplasia and oral papillomatosis
(6). The etiology of laryngeal papillomas is well
established by two lines of evidence: Typical papil-
loma virus particles could be demonstrated by elec-
tronmicroscopy (13) and an inoculation experiment
with material from laryngeal papilloma led to flat-

wart like lesions of the skin (1). Wart virus particles
are detected even more easily in lesions of focal
epithelial hyperplasia, a particular disease that
seems to depend on still unknown genetic factors
(8). Papillomas are quite common lesions in the
mouth. Only in one case. however. could papilloma
virus particles be identified (2).

Fibromas. the most frequent benign tumours of
the oral cavity (12) have never been suspected to be
related to a viral infection: There are a vast number
of so-called fibromas which are actually fibrotic
stages of inflammatory tumours. As results of
chronic irritation they are also called irritated tibro-
mas. or fibrogranulomas.

We report here one case of an irritated fibroma of
the tongue from which papilloma virus particles
could be isolated.

Fig. 1. Clinical appearance
of the tumour situated on the
left margin of the tongue.
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Fig. 2. (A) Histologic section of the tumour: Fibroma
with orthokeratotic keratinization. slightly marked
epithelial hyperplasia and a stroma rich of bundles of
fibrous. connective tissue and a great number of capillaries
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(Hematoxylin-eosin. x40). (B, C) Higher magnification.
showing peculiar nuclear and cytoplasmatic vacuoliza-
tions (arrows) in the stratum spinosum (Hematoxviin-
20sin. x225. %900).



Fig. 3. Electron micrograph of collagen fibres and Papil-
loma Virus particles from G. H. fibroma. The bar corre-
sponds to 1(X) nm. Negative staining with 2% sodium
phosphotungstate solution.

CASE REPORT

G. H.. a 15-year-old boy. was first presented in the De-
partment of Bermatology. University of Freiburg
(F.R.G.). in January. 1979 with a complaint of a slowly
growing small indolent tumour of the tongue (Fig. 1). At
this time the tumour had existed for about 2 years. During
this period the patient developed a common wart on the
right thumb which was removed by electrosurgery. It is
worth mentioning that the patient used to bite his nails and
that almost his whole family had a positive wart history.
The mother and three of fourchildren had warts, especial-
ly situated on the hands and arms.

Physical examination reveaied a well-developed boy of
pubertal age with no pathological findings in routine labo-
ratory tests. chest X-ray, or laryngoscopy. which were
performed for the exclusion of additional laryngeal papil-
lomas.

Clinically the lesion consisted in a tumourous smooth-
surfaced. pale-pink coloured mass of approximately 0.8
cm in diameter. It was situated on the left margin of the
tongue and was attached to it by a narrow pedicle. Its
consistency was quite hard. There was no sign of inflam-
mation. edema or ulceration. either in the tumour itself
or in the surrounding tissue. The tumour was removed by
scissor under local anaesthesia. There was no post-
operative problem such as bleeding or infection.

Histological examination of the biopsy revealed a so-
called irritated fibroma (Fig. 2). The stroma consisted
primarily of fibrous tissue with a small number of fibro-
blasts and fibrocytes and an extensive vascularization.
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Superficially the tumour showed some orthokeratotic
keratinization. but there was no atypia. dysplasia or signs
of malignancy throughout the squamous and basal cell
layer. Most of the keratinocytes showed intranuclear
vacuoles of low basophility and of a peculiar tent-like
shape. Feulgen stainingfailed to reveal DN A in the vacuoles
and no histone-protein could be identitied by the Fast-
green method. However, there was some reaction with
PAS that indicates a low content ot mucopolysaccharides.

In order to test for the presence of virus particles, a part
of the tumour was minced and ground with sterile seasand
in a mortar and suspended in a 0.05 M phosphate-buffer.
pH 8. containing 1.0 M NaCl and 0.01 M EDTA (3). The
preparation was purified by a low-speed centrifugation
and the supernatant was prepared for the electron micro-
scope by the negative staining technique (11). The
examination revealed a small amount of papilloma virus
particles with typical capsomeres and with a diameter of
55 nm (Fig. 3). Collagen bundles were rather frequent in
the preparation.

DISCUSSION

The singular lesion in the current case is his-
tologically a so-called irritated fibroma of the
tongue. a benign ncoplasm of the fibrous connective
tissue. Little is known about the etiology of such
lesions (12). This is the first case report on papil-
loma virus particles in such tumours.

Investigations during the last few years have re-
vealed a considerable heterogeneity of human and
bovine papilloma viruses (3. 5. 9. 10). Different
virus types, which show no serological cross-rcac-
tivity, seem to correlate with distinct clinical and
histological pictures. Most of the human wart vi-
ruses induce epithelial proliferations—except for
HPV 6, which was isolated trom fibroepithelial
condylomata acuminata (4. 7). In contrast. infec-
tions of bovine papilloma viruses (BPV) types | and
2 lead to tumours with massive fibrous components
(5).

In our case the identification of the papilloma
virus type was impossible because of the very small
amount of material. Moreover. more fibrotic
tumours of the oropharyngeal mucosa must be
analysed for papilloma viruses in order to decide
whether there exists an association between papil-
loma virus infections and these tumours. If this
should be true. it would be important to know
which type(s) of papilloma virus primarily induce(s)
such lesions.

ACKNOWLEDGEMENTS

This work was supported by
schungsgemeinschaft (SFB 31).

the Deutsche For-

Acta Dermatovener (Stodkhotnt) 60



318

9

tn

. — Viral

G. E. Gross et al.

REFERENCES

. Arnold. W.: Atiologische Aspekte zur Frage der Ent-

stehung der Larynxpapillome. Laryngol Rhinol Otol
(Stuttg) 55: 102=111. 1976.

. Frithiof, L. & Wersill. J.: Virus-like particles in papil-

lomas of the human oral cavity. Arch Gesamte Virus-
forsch 2/.:31. 1967.

Gissmann. L. & zur Hausen. H.: Human papilloma
viruses: Physical mapping and genetic heterogeneity.
Proc Natl Acad Sci USA 73 1310-1313. 1976.

. — Partial characterization of viral DNA from human

genital warts (condylomata acuminata). Submitted to
Int J Cancer.

. Lancaster, W. D. & Olson, C.: Demonstration of two

distinct classes of bovine papilloma virus. Virology
89:372-379, 1978.

. Orth. G. et al.: Papilloma viruses: Possible role in

human cancer. Cold Spring Harbor Conf Cell prolif.
pp. 1043-1968. 1978.

sequences related to human skin pa-
pilloma viruses in genital warts. Nature 275: 334-336.
1978.

. Praetorius-Clausen. F.: Rare oral viral disorders (mol-

luscum contagiosum, localized keratokanthoma. ver-
rucae, condyloma acuminatum and focal epithelial
hyperplasia). Oral Surg 34: 604, 1972,

Acta Dermatovener (Stockholng 60

10.

. Pfister. H. et al.: Partial characterization of a new

type of bovine papilloma viruses. Virology 96 1-8.
1979.

— Characterization of human and bovine papil-
lomaviruses and of the humoral response to papil-
lomavirus infection. Cold Spring Harbour Conf Cell
Profil 1980. in press.

. Valentine, C. et al.: Regulation of gluthamine synth-

etase. XII. Electron microscopy of the enzyme from
Escherichta coli. Biochemistry 7: 2143=2152, 1968.

. Zegarelli., E. V. et al.: Benign neoplasms. /n Diag-

nosis of Diseases of the Mouth and Jaws. 600 pp. Lea
and Febiger. Philadelphia. 2nd ed.. 1978.

. Zur Hausen, H.: Human papilloma viruses and their

possible role in squamous cell carcinomas. Curr Top
Microbiol Immunol 78: 1-30. 1978.

Received December 27. 1979

Gerd E. Gross. M. D.
Universitats-Hautklinik. Freiburg
Hauptstralle 7

D-7800 Freiburg

Federal Republic of Germany



